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(7) RHi (i) imW, 1 ?. 

(M) c,., 0 7;u+;us, c 2 _ 6 y;i/^r-;us> c 2 _ 6 7;k^us, c 3 _ 6 ->^nr 

c 6 _ 14 tu-;usx«c 7 _ 16 t'7;wus 
tz.n<b<DW&* /Nay>if, c a _ 3 7;Mrk>> ? xM^ —hp, ~>7v 

Jk ADy>{^nt^Tt)i^C 3 . 6 y^Pm;k C 6 _ 14 7 l J-Jk ad^*> 

vf-c,_ 6 7;Wk7^y» y-c 6 . 14 7U- ;kraA 2fc;ks;k #;i4^->* c, 
_ 6 7^+;u-i7;k^-;k c 3 . 6 y^o7iWh*ji/fcjk c 1 _ 6 7;up+^>-^ 

;kfc;k C 6 _ 14 7U—;k-;tUkfc;k C 7 . 16 77JI/tJ^*Jtok C 6 _ 14 7 

is u-;k^-^->-^;k^-;k c 7 _ 16 7^;i/4vk>r*:>-#;k^i;k 5Xfi6M&^ 
m-#;k^-;k #;un^r;k tt-tDvn^-DV* ^y-d-^y^^-tDin^: 
-r;k y-Ci.e^wi'-AJ^Wik c 6 _ 14 7 | J-;u-7^;u/x ; &-r;k 5Xf* 
6M?i^^;kx ; E-i';k c 1 _ 6 7;u^ux;i/*n;k c 6 _ 14 yu-;kx;k*-;k 
c,_ 6 7;Wk*;k7-f — ;k c 6 _ 14 7U — ;kx;k7^n;k *;u^;k7^y\ c,. 6 

20 mji/-*jk^-;k7$y, c 6 _ 14 7U— ;i/-7tuk^-;k75/\ c,_ 6 7Jkn^ 
->-#;kfc;u7ay\ c 1 _ 6 7;Mr;k^;w*— JU7^y. c 6 _ 14 7U-jkx;k*- 
;k7$/> c 1 _ 6 7;wu-^;ufc;k^-^>', c 6 _ 14 tu— ;k-#;ufc;k7Mp>- 
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_ 6 7jwu-7^;k^-;k s&^li 0M5§?#]KSe^»*5«fctJf^y^f>^cSp^ 
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(D±3H<Z>gifcgAifc&> fcSltfnsSgiaSrW LT^T feet H C ! _ 6 7 J Mr »J 

20 b^c^P^biltt'tl^M^a^LT^Tfe^^) , X« 

(vi) lffiW^JH^tw^^l^^. g*IJG§B\ a^^SLO^^^e»il«'tl 
SlXH2SO^ DHCT£ 1 U I i U 4 «a/uT I vc J; ^ 5 & t/> L 7 mi^W^m 

my^ym (^©i^/syitt, c,. 6 7ji4jk c 6 _ 14 7'j-;k c^eT^M^ 

25 &g£*rLTHTt>«fct,>) £ ; 

R 2 «±IBOS^SAp^e»ii^n^a^S^WLT^Tfe e t<,^t: U >>MUS£ ; 

R 3 «0)e«Ap^b3itfn^a^s^WbT^Tfecfc;^c 6 _ ! 4 ra^:x^-& 
^^(D^s^^b7K^ax«(Dsm*A^*^ii^n^e^s^w l wt t>«t * 
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4 T'J-;ux;k^^ -;k Cj-eTJM^i/TJk*— ;k c 6 _ 14 7U-^x;u*-;k&ac 

L<ttC 6 _ 10 7U-JW . 

^r-;k /Mjy^itztrc^Th^C^eTJln^z/. C 1 _ 6 :^j^rl^->-;^>;kfc 
;^-C 1 _ 6 7;^:3^>^ kKP^k 7^y> -X\ti^-C 1 . 6 7JU^)l7^ J , 

i5 #;k*>-x c,_ 6 7;u:3^>-#;kfc;k ty-xtty-c 1 _ 6 7;wi/-^ji//t 
^e-t Jk&t/c 6 . H 7U —)v-ts)itf-)iT ^ y ^ 63i«'n§B^^ i &n u 5 <sw 

^e-r c 6 . 14 7U -;i/-^;i/fc;kr e>«*n^>B«^ i u 5j@w 

^b4i0(D^DM-?£^5&(,iLl om^#^1*^S (R tfu^;k « 



WO 01/10865 



9 



PCT/JPOO/05198 
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®^<7) (I) ~ (7) ^^W^ItftlM^MlX«2MLT^Tfcck^7 
C (1) C,. 6 7JI4Jk (2) C 6 _ 14 T'J-;k (3) C 7 . 16 77J^. (4 

j^£<afr5&^L6fiifllglS (#J> tf'JvW » (5) ADy>If. C,_ 6 7;U 

3p;k c,. 6 7^+y, #;M^Sk c 1 _ 6 7;k^->-#;kt?-;k y7y. 
;u-#;i/fc;k c 3 _ 6 y^o7M;i/-*Jfek c 6 _ 14 7U- ;u-#;kfc ;u 

M»^-^^fc;i,S, (6) ADy>I§B\ C,. 6 7JWk C,_ 6 7Jk3=^, # 

;k}^-x c^B^jk^+^-^^-jk ->7y, -ho, ^y-tKHy-C! 

_ 6 t;mp; it $. j ma* z>mt£nz>mwkg:$: 1 & ^ l 3 mm t> ^ ^ c 6 _ , « 7 u 

—)V-tt)Vn^)Vm. (7) fy-Cj.eT^^kT^y-C^eTJWrU^^ , Xte 

15 ®*;i/^->aiT*5^ (5) jste*c<7m 

( 9 ) RWC 1 - 6 7JI/^;i/7;^MWLT^TfcJ:^C fl _ H 7 l J -;uST$>£fg 
(5) ^ESW>3J, 

(10) R 2 ffll^lT^Tt><i;^4 - 1: U yJHT^^l (5) mm.(Dl$l 

(i i) R 3 ^M^s^wLT^TfeckVic 6 _ 10 yu-;i/aT^-5^ (5) mm,(om 

20 

(12) R 3 ^MS€:WLTl/iTt>J;V^x-;i/S-e*-5^ (5) mm.<Dftl 

(13) R 3 j&V\oy>jG§C-7\ C 1 _ 3 T;^U>> ? ^-X /\oy>|^tlt^TfeJ; 

uc,. 6 7JWk ^;k*>5yc 2 _ 6 7;k^m;k /\Dyxfc£nwct>J;^c !_ 8 
25 _ 6 7;k3+ v-*;i/jj?-;k c^e^W^AJ^-Jkt+k ty-xtt^-c, 

_ 6 7JW7^ySl5C 1 . 6 7;^+y-*;^rjV-C 1 . 6 7^3+y^e>^f 
^bil^n^e^S^WLT^Tfect^Ce^^TU-JUST^^m (5) ^§2tR<Z)3d 

(1 4) R 3 ^VNDy>^RtKC 1 _ 6 T;WUS^6ii«'n^«^a^LT^Tfe 
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cfc^^x— (5) mmaoM. 

(15) R'^:-(C = 0)-R 5 X(J -(C=0)-NR 5 R 6 (iW> 
©C.-gTJWW 1 ^ C 6 . H 7U-J^ C.^TJWkXJk^-Jk C 6 _ 14 

5 yj-^x^^-jk c^eTJWkxji/^-jk c 6 _ 14 7U- ;i/7Jk*~;k)W 
ii ^mitn^mmm & i & ^ b 5 mm ur <^t & £ ^ c 6 _ ! 4 7 u -;us 

LT^Tfcct^c 6 _ 14 yu-;i/S^-rm (5) ^gBifcam 

(16) R 1 ^ (i) /Nay»gf, /\oy>f^nT^Tt)J;^C ^eTJWk 

15 7MJk75y, #;k^>, c^eTjm^x-*;^— ;k ^y-xtty-c,^ 
7; •fyMvt't )v&xsc 6 _ , 4 7 u — )V-tj)V^)VT 5 y a> ^wsnsBftg 
^i/ c ciiL5«n^nwLT^Tt>j;v^c 1 _ 8 T;wk c 3 _ 6 ->^nT;Wkx« 
c 6 _ 14 TU-;k 

(ii) 5ll$iS, 

20 (iii) (1) C^TJ^ik (2) C 6 _ 14 TU-;k (3) C 7 _ 16 7^>Wk (4) 

6Mit^S^ (5) ap^jih^ c,. 6 7», c a _ 6 T;u3^->, ^;k^-> 

T^T^J;^C 1 . 6 7il' : l : ik^^zjk C 3 . 6 y^P7»-^Jtok C 6 _ 

14 7 l J-;i/-*^fcJk c 7 _ 16 7^;k^;k-^;kfc ;k cv^MMk-^kA" 

25 ^ JUJMt 5 feS 6 M?tl?§l-;fr;kttzjk^ bil^n^ffi^S^r 1 X« 2 L, 
T^Tt<t^75yl, Xliy-C 1 . 6 7MJk7Sy-C 1 . 6 7M , Jr>^bT 

(iv) C 1 . 6 7;i/+^-iJJ^Wi^VTl^$nT^Tt)=t^5Xli6il^ 
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(v) #;m**->H£. 
) £^TSil (5) :£ie$fc(Zm 

(17) r'^c.-cT;^;^;^— ;usrWLTiiTfcctviC 6 _ 14 7U— r 2 

10 ^tf'J>>\«£, R^Vxny^T^WLT^Tfei^Ce-^TU-^S^-r^ ( 
5) ^SB«cCD^J, 

(is) ps&m> iS't4»»^B (copd) . 7U)i^r-mm m. tiwu^hi 
is mm. m&m* gzmmtafc* 7)iy/\-c?-m. A°-^>y>^ ffim&wsmm 

sy-e&sfg (i) ^xttig (2) ^fa&aaj, 

(19) 1S'l4»U^^X^fMMan^©^-^^ijT*^ (1) JgXtefg 
(2) iSSBmcD^J. 

(2 0) N-X^;U-[4- (4-^h+y7x'JW -5- -1, 
25 ;i/-2 — r;W75> (###J2 3-2 6 9) , 

N-yPtT;U-[4- (3, 5-y7fJl/7i-JW -5- U-kf'JvMU) -1, 3 
-5 L 7 , /-^-2-'T;W75> (»J2 3-2 7 6) , 

N-7*^;U-[4- (3, -5- (4-tfU^;W -1, 3- 

f7 1 /-;i/-2-<;W7$> (#%^J2 3-2 8 0) , 
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N-^>> ; ;U-[4- (3, S-y^^xZJW -5- (4~t°U> ; ;U) -1, 3 
-f7V-^-2HJW75> (#WJ2 3-2 8 1) . 

N-yptf;u-[4- h+">7xrjw -5- (4-eu^;w -l, 3— 

7 4 /-^-2-^W75> (###12 3-2 9 0) , 
5 N-' f VyPtfJU-[4- (4-^h+->7i-JW -5- -1, 3 

-W-Jl/-2--fJW7$> (###12 3-2 9 1) , 

N— [4- (4-/^->7i-;W -5- U-fcf'JvW -1, 3-^7^/-;!/ 
-2— r;H -N' -7xZi;i/^U7 (###J2 3-2 9 6) , 

4 -[[[4- (4->h*->7i-;W -5- (4-t?'JS^;W -1, 3-^77-^ 

io - 2 — r j w t 5 j ] ; w sill 23-299) , 

^^;u4-[2-[4- 7i3]-5- -1, 3-^ 

77-^-4 — f;l/] 7x-;H-f^ (##052 3-3 00) , 
4-[4- (3, 5-^^;I/7jl— ;U) -5- (4-fcf'Jv;W -1, 3-^TV— 
JU-2 — f;W7inJWfM^7-f K (###12 3-30 2) , 
15 4 -[4- (4-/H+x7i^W -5- (4-tfU>?;W -1, 3-f77-;i/- 
2 7x-JMfJU;i/**y H (###12 3-3 0 3) , 

4 -[4- (3, 5-i?*^Jl7x.-)l) -5- (4-e'Ji^;W -1, 3-^TV- 

2 — - r;W 7xzjw5 l ;wi^*+-> K (###J2 3-305), 

4 -[4- (4-^h^>7xrjW -5- (4-tT'Jv;i/) -1, 3-^TV*-;U- 

20 2 7x— ;M5 L ;u^;p3jx> (###12 3 - 3 0 6) , 

4 -[4- (3, 5-y/f;i/7x-;W -5- (4-fc!'Jv;W -1, 3-f77- 

2 --r;W7x-;u^5 1 ;ux;u*> (###J2 3-3 0 8) , 

4 -[4- (4-7JU^-D7x— ;W -5- (4-tf'JvUW -1, 3-f7VHl/- 

2— r;W7i^M?;^7>f H (##^23-309) . 

25 4 -[4- (4-^D07x"JW -5- (4-klUvJl/) -1, 3-^77-Jl/-2 
-fjW7xr:jW^^7>f H (###J2 3-3 10), 
4 -[4- (4-7MD7XZ JU) -5- (4-kT'JvMW -1, 3 -^7V— 

2-<;W7x-;wf^;i/^yK (###J2 3-311) , 

4-[4- (4-^nD7xZJW -5- (4-fcf'JvW) -1. 3-^7VHl/-2 
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-<M 7 ^-)l^)l7,)ltti/ K (###'] 2 3-312). 

4 -[4- (4-7M07x"JW -5- (4-fcf'Jv^U) -1, 3 -3^7V— ;U- 

2-4 M 7xz;^f;^M> (#%#J2 3-313) , 

4-[4- (4-^aD7x— JW -5- (4-fc?'Jv?;W -1, 3-f-77Hl/-2 
5 -<jl/]7i^f;W;i/*> (###J2 3-3 14) , 

N- [4- (3, 5-y7fJl^7xZjW -5- (4 - tf»J S^W -1, 3-^7'/ 

-;u-2 — on — n" — 7x.^.;ur7 (###12 3-3 1 5) , 

2- tFn+y-N-[4- (4-^h+y7x-JW -5- (4 - kf'J >W -1, 

3- ^7V—)l-2-4)l]y°Utt>y^\z (###12 3-3 2 5) . 

10 4 -[4- (3, 4-y/fJl/7xZjl/) -5- U-bTU^W -1, 3 ~^7V— 
Jl/-2-rJW7x-JM^J^7^ H (##W2 3-3 2 6) , 

4- [4- (3, 4-y/fJI/7x-JW -5- (4 - tfU >>\>l/) -1, 3-^7*/- 
2 — (M 7i-JWfJTO*y H (##0»J2 3-3 2 7) , 

4 -[4- (3, 4->**3 L ;i/:7x-;W -5- (4-k°'Jy» -1, 3-^71/— 
15 ^-2-fJW7x-JWfMM> (###J2 3- 3 2 8) , 

2-tHo+y-N-[4- (4-^ h+^>^ai-;U) -5- (4-k!>J>MW -1, 

;U-2 — r;W7-thT^H (###12 3-3 2 9) » 
4 -[[[4- (3, 5->7Wxz;W -5- (4-fcfUvMU) -1, 3 -^7V 
2 ;W /] ^fcJW^mM? (###J 2 3-3 3 7) , 
20 3 -[[[4- (3, 5-i?*3-)\syjL-)l) -5- (4-tf'J>>;W -1, 3-^77 

-;i/-2— r;W75y]*ji/^n$tf^ (###J2 3-342) . 

4- (4-7MD7x-;W -2-7a:n;U-5- (4-kTUvUl/) -1, 3 -J- 
7V-)\s (##004 4-1) , 

*3MU4- [4- (3-y<^;U^x-;U) -5- (4-tT'J^W -1, 3 — t^TV 
25 —)V-2~4M 7 x.—)\s7.)V7 J K (###j44-7), 

*^U4- [4- (3-*3\>k7x-;W -5- (4-fcTUS^W -l, 3 -^7'/ 

-ju- 2 — on 7x-;i/7ji/*^>K (###j4 4-8), 

tWU4- [4- (3-/WxZ;W -5- (4-tfU^W -1, 3-?77 

— — r;H ^x-;uxji/^> (###144-2 6h xufcs. 
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(2 1) vffiiMfflHZttlsT* SMil^LT^Tfeck^fUyJUT'il^n 

zl t zftrntrz p 3 8 m a p ir-}—i£mmjj&. 



(2 3) Pi?L»i#J{3^LT. S^g^S^WLT^Tfect^tfJ^l/STB^n 
1 , 3 -^7 y-^f^XKWS^S H^©7°o H 7 y 
dt^^trs^m, IS'MSfiB^B (COPD) . 71/ 

Ti/;u^— 14#^) , afes, 7yv>a ge^iMMfcaifii, 
iMxuxTi — tx, ^P->i, mt/v. At^ajjftL. jr#g& 

. #jftL-!m (#k J&jfii^) , ^o->i> flrtrthJl^ 
K->X, l$?ft> ®jfl»fb^ ^P-fy"7iJUh— Yny'ffi. VUlxm 

(2 4) nSO^fd^LT, 5fe«S^Lt^Tfej;^eUyJHTti$tl 
fcl, 3 - 5^7 V°-Mt£rW)Xte J tOi&$> & Mtt<D'7u H ^ y if 2> 

(2 5) p 3 8 MA P^-^M*$]£M5fi"t£/i#)0 5 Wffitfc&SrW LWTfc 
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(26) TN F - aSM^J^S33t-r^)fc«6co 5fWS^S^WLT^Tfcct^ tf 



io (27) »^m> iS'ttr«ffii$^a (copd) > ruji^-mm w* 7u-;u^-Ht 

tifs. ^vm<t&, T)iyj\^-?—m. n-*>v>m, ffimrn&mm® 
15 w. mum > ^a—>m, w&m^ m^^^-th— >x 

m&m&T z>rc®(D 5mmmm^iyX^xh^^^ iyjmxmm^nrz i , 3 

(2 8) mvmmiW ^^Xfo^B'\immfc(D^M • M^iilt5fe*0 5^ 

25 m$*mm^ttft<Dm&mm 

&mm^ msjimi t. l-to, : - (c =o - r s , 

-(C = 0)-OR 5 . -(C = 0)-NR 5 R 6 , -(C = S)-NHR 5 Xte 
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-so 2 -r 7 RH&mm^ n&m&^isT^Tb^mtykmmxtewm 
mvx^xh^^t7mmx^tm.mm^mLx^xh^mmmm^-r B ) xm 

5 miiaiW, R 5 x^nz> mmmzmLx^xh^mitTk^i v> ^it?mm 
j iLtn mwxizmwixitymm mi 7;wk t;u^-;u, 

i"7;Wki tbtn mk£c,_ 6 7;MMU pWk x^;k y°pt: 0 ;u 

io , -ryyntf;k y^-Jk -fyy^yk sec-y^;k tert-y^;k ^>^;k ^\+-> 

rTJk^r— ;uj tLTH #R«'c 2 _ 6 7;k^rx;u (#>]*J£ tfxjk 7U;k -f y 
yp^-;k l-y*^— ;k 2-y^x;k 3-y^xjk 2 2 -y°p^. 
-;k i-^^;i/-2-y <> P^-;k 2-^;u- i -y°u^-)im) 

15 

ry;k^-;ki ibTft m«'c 2 _ 6 7;k^x;i/ (#<J*J£ xfF-x;k y 0 oAMMF 
;k i-y^-;k 2-y*^-;k 3-y>x;k l -^\*->-;Mg) w^f^Li^ 

o 

ry^D7JWil'J tLTH ^Rtt'C 3 . 6 y^P7JW (#J*J£ ->ypy°Pkf 
20 ;k v^ny'^k ->^7D^>^Jk ~>y P'X+iWl^) W^?£Ll\, 

r7U-;k ibm m^c 6 . 14 TU-;u y^xjk l-^y^yu 

, 2-^-y^Mk 2-t~yx-UJk 3-t'7x-UJk 4-tfyrL-u;k 2-7 
rj^J^JH <h LTil M7LlfC 7 ^ l6 77)l*)l ^>-y;k 7l^f 

25 ;k y7xzjwfJk i — ^-y^-;k*3Mk 2— 7-y^yk*3Mk 2, 2-vyjc 
-;ux^;k 3 -y^x;uy°Pt°Jk 4-yxxjk/^;k 5-7izjk>^ 

) ^W^L^o 

R 5 xyjk$nz> mmm&^vx^^xh^jKitym^i <o m&Mi tLxiz, m 

At^^y, y\py>^ (#y> y-y^ Jfins. MM. aomm) , c 1 _ 3 7;i/^k> 
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v^-+-> (m. x^uyzSttis* jL^-^y-j^ym . -ho. ->7/, 
Mb^tlTl^T^cfc^C^eT^U^k Any>tt:£nT^Tt>£^c 2 _ 6 7;uyx;i/ 
, ^;u^->c 2 _ 6 Tjuy-ju (R 2-#;k^~>x7x;k 2-#ju#*->-2- 
y^;ux^x;M£) , ADy>fc£nTivrt>J;^c 2 _ 6 7;u+x;k /ND^>ft:$n 

5 T^Tt>cfcViC 3 _ 6 '>^PTJWk C 6 _ 14 TU— (M. 7z^k 1-^:75^ 
, 2-p-7^;k 2-h*7x-'JJk 3-t'7x"'JJk 4-k'7zr'j;k 2-7 

>xu;u%) , /\nyMt$nTtvr*>cfc^c 1 _ 8 7;kzi4 L S', c 1 _ 6 7;uzi^->-^ 

;i/fc;U-C 1 _ 6 7;l/=i=^v (R lh+y*J^-JM^^yf) , t Ko+y 
> C 6 . 14 7U-M^y (#'J> 7x-j^->, 1 -^-7^;i/^^ 

» y;k*>yK ^nyyit^nx^xh^c.^Tji^rji^, c 6 _ 14 7U- 

+;kray (R y^;k7Sy\ x^Mkr^y^o , ^y-c 6 _ 14 7U-;k7^y ( 
15 R 7xz;i/75y. i-t7^7$y. 2-t7f^7syf) , > ? -c 1 _ 6 7;u 
*;kr^y ^/w^y, ^x^kr^y. x^;uy^;k7^y^) , >?- 
c 6 _ 14 7U-;k7sy y7x-^75/i) > *;ks;k #;k^<>, 
+y-c 2 .,7;^-;k *^+y-c 1 . 6 7Ji4JP. c ^^i^u-^ktoi/ 

7-fe^Jk 7"ot:t-JW|) , C 3 . 6 y7D7^-*;i/« (flk yyD 
20 7*Dejkfr;kfc ;k s^n^>^;u#;kfc;k ^D^s^ktMk^x;^) , 
C 1 _ 6 7;kn^->-^j;k^x;U y S+y^Jl/fcJk Ih + y^M-Jk 7°D 

#*->;&;k#x;k tert-yh^->yj;k^x;i/^) . c 6 _ 14 7U-;u-*;k^xjy m 
x *<>*Mm i-t7K;k 2-t7KJ^) > c 7 _ 16 7^;i/^;k-yj;k^x 

;u -7o:x;u7-ti^;k 3-:7xx;k/nlf;*-xjl4£) . C 6 _ 14 7U-Jkt+y 

25 -y?;k^x;u (R 7iy^^*ju^x;i^) , c 7 _ 16 7^;y+jk^+->-#Jk7Hx 
;u (R ^>^k*=f ~>#;k^xjk 7x^f;^y*;i/#-^) , 5Xte6fi 
1S^-^;k^x;p (#k -p^y-f;k <yz3f/^;k ^y<;k yu^)W 
^;k^uyy3;k^x;k ^t^^uy^Mrjk e^^>?>- 1 — r;kfr;kfc 
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IS 

-c ,_ 6 7 iv^)V-ti)W^^ )i (00, )V. x.?-)it>)in^ )im 

-r;k x^k^jk^kn^E-oMg) » ^y-x^-c 6 _ 14 7 i )-)i-^)w^=E-( 
ji m. y^-)its)vn=t^)V. i—ry^M)vn^)W 2-+y?-M)w^ 

^e-r;k s-eus^^Jkn^-ok 4-^)V)Vti)vn^)V. 2 -^xx;k*j;i/ 

;M%x;k x^jk?ui/^x;M§Q , c,. 6 7;^H^7^^ (#|, 
-jk x^;kx;k^^x;i/#) , c 6 . M 7U-^l/^ (flK T^xjkTjk^x 
10 ;k i — ^7^;kx;k*x;k 2—ry^)i7.)i^~)vm) , c 6 _ J4 7U-;kx;u-7 
wx;u 7x-;^;i/7^r;k l -^-^^;kx;u^^x;k 2 -^^k^ 

^ym) . c 6 _ 14 zu-;i/-^;k^xjkT5y ^>WJkra/> j-yh-uu 
7^ym) , c,_ 6 7;kzi+~>-^;i/#x;kT^y (R h^>#;ktfx;k7a a 

15 xh+y^M-^75 7> y°p^^;k^-;k75/, ^>+v^;k^x;kT5 
ym) . c^ 6 7Ji^rJiyji^zLju7^y (&t ^^;kx;k*x;u75y \ jl^axji 
y^-jiT^ym) , c 6 _ 14 TU-;kx;k*x;kray (#K :7xxjkx;k*x;kra 
/, 2-^-7^;kx;k^x;kT5/, l -i-y^-)iy,)l7^zLji7^ym) . c,_ 6 t;p 
^-^ufcjkTj-^v- 7ntt~)lttzsm) , C 6 _ 14 7U- 

20 ;u-#;k^-;M-^-> ^v'-i'Jk^p^ ^7^;k^;k^x;k^^r^) , c t 
_ & -7)Vn*i/-t))l^-)lttis y h^->^;k^x;U^-+v, ib + yM^ 
x;k*-+v, 7°D^^;k^x;i/^^ ^h^^;i/fc;i/^^) , ^y- 
c^r^^v-fj^n^M^ (#k ^^kt/ju/^E-f ;kt^> x3Mk*/;uA 

25 -ovttis. i?x.^)vt>)\>n^ )v^iym) . c 6 . 14 7U-;i/-*^A^;^ 
-> (R 7x-ji/*^/^j^y, ^7^k*/;kn^<;k*-^>#?) . xzi^y 

M^»^PtS (R 2-5Pxx;k 3-?x-jk 2-tfU^;k 3-kT'Jv;u 
, 4-tf'JvVk 2-+7UJk 3-^/u;k 4-3r/'J;k 5-^/iuk 8- 
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*yjjk i--rv^/u;k 3— rv^/u;k 4— rv^yiuk 5— rv*/ 
u;k 1 — r>KU;k 2 — r>Hu;k 3 — r>K>jjk 2-^>v>7 > / i Jjk 

2-^>y [b] ^xxjk 3-^>*/ [b], ^xx;k 2-^W [b] 7^x;k 
> 3-^W [b] , x;kh##*W'£n5o 

5 I£ r^^KHSj tt, 0R«Ltg2Bi0lg£. fi&nJG&&&fil:: 1 fcUL 5ft iff* 

. L<«l^^L3j@©/\py>^ (R i&H, 3«7li^) £ 

io ^LT^Tfeck^d.gT;!/^;!/ (R *3\>k x^;k 7"ntf;k -fv^PtMk 7* 
^;k -fyy^jk sec-^>;k tert-^;k ^>3Mk ^->;u#) #/0*W6tl 

*WJ£LTte. ^^;k ^OD^k V^Jk^P^Wk h'J^DD^ 
, MJ7MD/f;k X^jk 2, 2, 2-h'j7MDXf 

;k ^>^^;k^-ox^Jk 7°Ptf;k 3, 3, 3-hU7MD7°Dt:Jk <77° 
15 Pe;k 7>;k 4, 4, 4-hU7Jkt07>Jk -fV7*^k sec-y^k tert- 

7>;k ^>^;k -ry^o^k ^^>^;k 5, 5, 5-hU7Mow 

;k ^->;k 6, 6, 6-h'J 7JktD^yJ^ltfb^) 0 

P. &f£L<tel&t/>L3TO/\oy>j^ (R 7^ M> Bomm) 
20 £WLT^T&Jtl^C 2 _ 6 7;i^rx;i/ (R fc'xjk ;7°P^xJk -CV:/p^-;k 2 

-7-r->- 1 — r;k 4-^>^>- 1 — f ;k 5 -^-tr>- 1 — r;w ^7&$#tf 
m. if^L<itiui^L3m(D/\atf>m^- mi yym, mm, just, aomm 

25 ^LT^T : b c fc^c 2 _ 6 TJk^x;k (fj, 2-^>-i--r;k 4-^>^>-i 

— r;k 5-^=^»- 1 — aim) i^ifens. 
buIB r/\py>'ft:^tiT(/^-r : fo c kt,iC3_ 6 ->^PT;k+;k tLTH l&ii 

L5j@, #£L<^&^U3Ptf>/\P^>JiH^ (R y<^^ » x 3-7^t 
W) ^LTV^TfectOiCa.eV^PT^WU (R v^pyPtVk y^D7*fJk 
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->£7D^>^>k i/9Us\3rz/)V%f) mt>^1<bnZ> 0 AWdchLTtt, ~/?U7°u 
fcfJk ->^D^;k y^7D^>f;k v^P'X+Xlk 4, 4-v^PPv^P'\ 
4^>;k 2, 2, 3, 3— ^h^^U^-Dv^P^^^k 4-^DDy^7D^y 

iik $f^b<«i^^L3fBi©/Nny>i^ z P 7vm, i&m, avmm 

p4^>\ ^h+y, -rvyh^>, sec-T/h^, ^>3^kt^~X ^Xik^ 

io U7Mo^h+k ih^y. 2, 2, 2-hU7Mnxh+k 7"a#+y, 
-TV/P^-X 7*b^>. 4, 4, 4-HU7Mn7'h*y. -fV7>^>\ sec- 

7>^x ^>^;m-=^->. ^-^u^s^j&^f^nso 

5{@, 0?£L<fril&^L3®©/\Dy>I§C : ? ^ 3-7^ 

15 ) ^tbt^xfci^Ci.syMj^t (M> ttyvf--*. x^kW, y'u\d)V^- 

zn&o ^f*#ii£i/rte, ^jktppWk^K hj:?;m-p;>wu 

3^ x^u^-*, 7°Ph°;i/^> -fv^eMt, 4, 4, 4-h 

1— r;k tf^u^y. t?^>?>- 1— r;k t;k*Uy\ ^twjy. ^ 
25 ith KPTtf tr>- 1 — r;i^&»tf £ft5. 

& riS4fe*S:WbTtiTfe«fcti5^:Vib7MfiSfPSI! : bc7'^yj 0) <hUT 

«u m^c^gT;^;!/ (fit ;>wk x^;k ypt°;k -rvyptr;k T^k 

-ry^k sec-^Jk tert--/3Mk ^>^;k ^vJUSO » C 6 _ M T'J-;i/ ( 

#J, 7x— ;k l-^^k 2-^-7^;k 2 -ti^xxtuk 3-t'7i-'jji/ 
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;k 7°utt-)\,m . 5^iLioMtiiW (£t 2-^x-;k 3-^ 
x-;k 2-tfu>?;k 3-eu^;k 4-tfUv f ;k 2-4vu;k 3-+yu^ 
, 4-4vu;k 5-+yj;k 8-+yj;k i — rv4vujk 3 — rv^yu 
5 ;k 4 — rv+yyjk 5 — rv=tviuk i — r>Ku;k 2 — r>Hu;k 3- 

OKlUk 2-^>^7 l /'JJk [b] «-;k 3-^>V* [b] 

5Pxx;k [b] 3-^>v* [b] 77— , *-*v4a* 

10 Afc£ ^^mic^iM^ ^^s»s-j^^e>ii^n^ix«2S, 1 

m^AmcD^uWrf-lt^tSSUULl 4ft 2MX«3H^;) 

£L<te (i) 5&(^Ll 4ft (£?£L<te5te^Ll Oft) (ii) 5 

l 1 o mmwtimmmwz cm) 7^lio M&Kt&ti&s** £>ffi&<7) 1 j@© 

1 5 ±SB r 5 L 1 4 ft m £ b < « 5 &tr> L 1 0 ft) ©5?SiSJS^^J £ L"OJ> 
MPLif, ft7iX ^>V* [b] ft7i>, ^>V* [b] 77X ^>X-T5^ 

v*— ;k ^>xtW7-Jk ^>7f77-Jk ^>x-fv^yv*— ;k t7h [ 
2, 3-b] ft7i>. 77>, tfD— ;k -f^V-;k tf^v*— ;k t°u> ? > 
, tf^xx tru^x tru^x <>H-;k -rv-oK-jk ih— r>^ 
20 v*— ;k 7'ux 4H-+/Uyk <y+yux +yg>. y^^>. -T7=5- 
u^x +y^'j>. ^/'Jx v>yux #;uav— ;k /3-7j;^u>, 

7xt>h'Jy>, 7^'Jy>. 7it-/X ?77-Jk -<V?77-ik 7^7 
f7y>« < V^1fy*-;k "7 7-tfX 7o:y^v>^(05SrSK?g^^ X«£ 

25 ^xtfxqpfo tas^LT^$^5!i^^tfe>ns. 

ux kf7v*Uv>> e^i/ux tf^u-xx ti^^x ^;k*ux 

*U>, i^+ltV-Jk tW77'JX ^yT'/Uk MJ77Uk ^7 
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y^7D [2. 2. 1] ^\y^>^Wt>n-§> 0 
5 141 Gff*L<tt57ilribl 01) 00 (Mm2Ut2m£> »fgST$)^o 

iz\$. #J*_«'2-^xx;k 3-5^x-;k 2-7U;k 3-?u;k 
. 3-t°u>?;k 4-eu^k 2-+yu;k 3-+yu;k 4-+;ujk 5- 
^/'j;k 8-+/u;k l—rv^/UJk 3--rv^yu;k 4 — rv^yiuu 
, 5— ry^yu;k e^x;k 2-eu^xjk 4-t°ua^-;k 3-tfo 
io u;k 2-' rs^viuk 3-hf'j^vx;k 3--fyf7v*u^ 3— rv^-tt- 
yu;k l— <>H'j;k 2-' r>Hu;k 3— r>Fu;k 2-^>y^yyu;i/ 

. 2-^>i/ [b] «x;k 3-^W [b] ^xx;k 2-^W [b] 7^x 

;k 3 -^>*/ [b] • y^zDvm^wmmmm. mz.& i - t° n u ^x;k 2 - 

t°DU^x;k 3-t:aUy-;k 2— f5^VUx;k 4— f^VJx;k 2- 

15 t^yjyzjk s-tf^/uv^k 4-tf^vu^x;k ti^uvv, 2-t 0 ^ 
u^k 3-t°^u>o>k 4-e^UvVk l-tr^^— ;k 2-tf^> ? x;k 
^ejk^u y, ^^k^u ym<D#^mi3mmmmm-e&z>o 

20 , 2-5 L xx;k 3-5PXXJk 2-tfU^k 4-tfU^k 2- 

:7'j;k 3-7UJk t°^x;k 2-b:U^> ; x;k 3-tfnUJk 3-t:U^ 
x;k 3— -rv^TVUJk 3— rv^itr/'J;k l-fcfou^xjk 2-tfn'J 
>?x;k s-t'p'J^xjk 2 — ra^VUx;k 4— rs^VUx;k 2-fcf^y 

u>>-;k 3-tf^yu^x;k 4-tf^yu^xjk e^'jy/, 2-e^u^;u 
25 > 3-tf^UvJk 4-tf^u> ? ;k i-t°^>?xjk 2-t^^->-;k ^;k* 

f£ ra^s^WLT^Tfcd:(/^^*j <d ra^sj turn ^fimifSR 5 
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R 6 x^znz> rc,. 6 7^Hj tLTte* x^jk 
5 , -rvyntMk 7>;k -rv^Jk sec-^jk tert-^;k ^>^;k 

15 xte2fla#LTi>Tfcck^:rsyg;Rtf (2) et^^wkTivrfc.fc^sttfcT^/ 
, i!ut2R 5 T^2n-g> rg^s^ux^Tfect^^bTK^Sj co rffi&gj <h|wtf£co 
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i xi* 2 a, i fet^L4 fli^^ D^^^-e^T tcfc ^ 5 ft l 7 
5 tr^^> ? >-i — ok tj^u/, ^^k^uy, ^\++i-t Kaytft°>- i - 

-fjk -fS^V'Jy>-l-f;K 2, 3 - y t H □ - 1 H-f 5 ^V-JK 1 — f 
Jk rh7tHo-l (2H) -ff'J5v-;k 3, 6-ytHo-l (2H) -if 
U^v^k 3, 4-vtKD-l (2H) -hfU^^^l/^WbrL^o rg^ 
S^lT^Tfei^IiicTSylj <£> rg^Sj tUH flIAtf. itf]fBR 5 T^:£ 

1 m<Dtt V £WT £ 5 ft ^ b 7 M#7?»3i*K7 5 7 S(7)*WJ £ LTfck 2 - 
^rV-f^VUv^- 1 -<;k 2-*+y-2, 3-ytHa-lH-^a^/ 
15 — — Ok 2-t+Vfh7tKD-l (2H) -fcfUa^nJk 2-^V 
-3, 6-^th'D-l (2H) -tfU5^n;k 2-^V-3, 
1 (2H) -tfUSv?-;k 2-^Vt!D'Jy>-l-m 2 -^Vti^Uv 5 

y> 2-^vt°^^>>>-i-<;k 3-^y^7y>-i-^;k 2-^y 

-2,3,4,5,6, 7-^itt HD7iftf>-l — OI^J«frf£>4a5. 
20 R 1 fcJ#F2;L<te. M^S^LT^Tfe^^T^ySR^gmS^WLT^Tfect; 

, ^ : -(C = 0)-R 5 . -(C = 0)-OR 5 , — (C = 0)— NR 5 R 6 > -(C = S) - 
NHR 5 X« -S0 2 -R 7 (5£4>> §SSWmJSBch|p]^«^To ] T^n*T-> 

;u£ixte2»LTVvrfcc}:^y5y^T&£ 0 

25 Mfdif*b<tt, R 1 ^ it: -(C = 0)-R 5 Xte -(C = 0)-NR 5 R 6 

;k^h c 6 _ 14 7U-;k^i\ c.-eTW^^-Jk c 6 _ 14 yu-;kx;u-7 
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£Stfn2>figlS£ 1 & (, > L 5 f@W LTt vr cfc t> C 8 _ 1 4 7 >J — (^L<(i7 

;u-c 1 _ 6 tjU3+^. tHn+y, r^y, ^y-x^-c^TJWkTay. 
#jkj^x c^eT^n^^-*;^— ;k - xa^- c uTM^-^^/t 
^-Ok c 5 _ M 7U- ;u-#;kt^;i/7^y. c 1 _ 3 y;^i^>i/^v, c,_ 6 t;u 
io c 6 . l4 7U-;i^t, c,. 6 7;i/+M;i^7-f — ;k c 6 _ 14 ru— Jkx;u 

7>r— ;k Cj.jTMj^M-JK c 6 _ 14 7U- ;kx;ufc;k -ho^e>ii 

©AD^JGgC^ yND^rMb^tlT^Tfcck^iC^eT^^k fj)V^^C 2 ^7)\/ 
15 ^r-;k /Noy>^$tlT(/^T : focfc^C 1 _ 6 T;kzi+->, C^eT^n+v-*;^— 
^-Ci.eTJkn+v, tHD+y. 757, ^E/ -Xte^-C ^TJU^kT^ J . 
tDlttis* C 1 _ 6 TJkn + >'-*;U3i?— ;k ^y-Xte^-C^yjMr^-^UA 

^E-r c e . M 7U — )\,-ii)V&—)V7 a y ^ biite**i&gmS£ i fct > l 5fli*r 

^-C^jT^ + y, th*P*y. T^y, ^Ey -Xti^-C ,.,7^1/757. 
#;k#^>, C,. 6 7Jl'3^->-^l/^-Jk ^y-X^-C^eT^^U-^l/A 

^ ;u&x/c 6 _ M 7u — ju- # jk#-;kr a y ^ bii«'n^a^s^ 1 l 5 <aw 

25 LTi/vrfc£OC3_ 6 >^n7;k^kg isZw^^M , 

(Dc 7 _ 16 7^;M^k* 7x-ji'-c 1 . 6 mJH) » 
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5 (D^CD (1) ~ (7) ^b^^bil«'n?)«^S^lX^2fglWLT^T i bJ:^T 
C (1) C,_ 6 7;Mr;k (2) C 6 _ 14 TU-Jk (3) C 7 _ 16 7^Jk^k (4 

w^^tssm^smnmm^ » (5) /\ny>m\ c^tji/ 

3Mk c 1 _ 6 7Jka=*f>\ t>)i^*i/. c 1 _ 6 7;i/=i+>'-^Ujj?-;k ->T/> 
1 0 ^ >?>^ b wn^>®^a^ 1 u 3 i^ns lwt c x _ 6 t;mp 
jI/-*;utK— jk c 3 . 6 y^omji/-^Ji/fcik c 6 _ 14 TU-;i/-^;u^-;u 

mmmm-tij^~jm. (6) ad^jbh^ c,_ 6 T;u+;k c 1 _ 6 t;i/zj+>-. ti 

-;i/-^j;i/A^-r;ka. (7) i^-c^ 6 7)i^T^y -c^ 6 7)i^)J">^ > xtt 

. 1 - , 2 - . 3 4 - 1° u e^uga^f *>n£>. 
20 R 2 x^^n^> mmm^Lx^xh^hiO^jmi <d rn&gj iitu #1 

R 2 kt ^L<«BMS^WLT^TfeJ:(/ih:U> ; ;^ (0»J. 3-t:UvUk*. 4 

-tfu>;;k«te<^ »SL<tt4-tru^;us) x&& 0 
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5 ^w&mi&mm] turn m^»67^^bi 4ji(Dmn^x^^ 

tt'7x-JK l-^^Jk 2—Ty^)L 2-tf^x-'j;k 3-lf7i-UJk 
4-tf7x— 'j;k 2-7>XUJ^£DC 6 . 14 7'J-J^Wbn§. 

$>Z>o M:W$)\ZU. F!l^2-^X-;k 3-^xn;k 2-7'JJk 3-7'JJk 
2-fcfUv^k 3-hf'J^k 4-tf'J^k 2-=^yj;k 3-^/u;k 4- + 

yu;k 5-+yj;k 8-^yj;k i— rv4vjjk 3 — rv^/u;k 4- 
15 <v^yj;k 5— rv=^y>j;k t°^>>x;k 2-tr | ja>'-;k 4-tfu^x 
;k 3-t°a'j;k 2— rs^VJJk 3-tfj^s>-;k 3— fv^vvu;k 3 
— <v^+h/'j;k l— r>Ku;k 2— r>nu;k 3 — r>nu;k 2-^> 

2-^>y [b] ^xx;k 3-^:W [b] 5Pxx;k 2-^>V 
[b] 7^x;k 3-^>7 [b] 77^^f©ffMiIWifbn^„ 
20 M rg^S^WLT^Tfe.fc^^^Sj (D m&m] £LTte, ^^MSBR 5 

t<& > l 5 & u < « 1 l 3 <a^tf e>ns. g^s©«^ 2 fiuuKz>«^ 

^-fi^StelK]— XteS&oWTfcJ;^. ^T5 2^©iB8l£fcJ:4fc:^L7 

25 R 3 «0SL<«MS^WUT^Tt>ck^C 6 _ lo TU-;i/ST^«)oM{30^L< 
TOS^LT^Tfc^WiXJkST&^o CtlbC 6 _ 10 TU— )l&RZ*7x. 

TliTt>J;ViC I _ 6 7;Wk *;i/#+yC 2 . 6 7Jl/^Jk C 3 _ 6 ->^7 nTJU+Jk 
/NDyMb$nt^Tfc«fc^C 1 . 8 7Jl'3+y, tKn*k C 7 _ 16 7^;k^k<Mp 
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fcfc'U (I) Xfcit&fa (la) OTNF-a/^PSS^JchLTffl^^n 

fc^tj (i). xmt-gm da) 



a r [t^mm^mm^^vx^Tv-jm^^-r^Mmmximmr 

(I) iLTti, #J*_fcf. (I a) 

(I a) ctLTte, #:<Z> (A) ~ (B) (Dit^mmj^V^\ 
(A) R'tftDit : -(C=0)-R 5 Xtt -(C=0)-NR 5 R 6 Ci^ QU^tem 

©c,_ 6 t;w^^ c 6 _ 14 7U-;i/^, c,_ 6 7jw^;I/7^-^ c 6 _ 14 
^;k^^->^6ii^n^e^a?r i &^L5i@WLWTt>ct^c 5 _ 14 y'j-;i/& 

20 R 2 ^C,. 6 7;Wk t Ho+y&tfC 1 . 6 7JI/^l/-*J^-M+y^bItf 

T^Tt>j;^c,_ 6 r;k3+ s^uy^k^v^ eiikfn&gms^ i l 5 fliw 

LTlriTt)«tlriC 6 _ 14 7U— (I a) o 

25 (B) r 1 ^ (0 j\ay>m^ ADy>^nT^Tfc«t^c ,. 6 7;i4Jk 




(laa) 



WO 01/10865 



29 



PCT/JPOO/05198 



6 _ 14 tu-;u «f$i<«c 6 . 10 7U-;W , 
5 (n) smMmmm. 

(iii) (1) C,. 8 7MJk (2) C 6 _ l4 7'J— ;k (3) C 7 _ 16 T^;Wk (4) 
6M»5jtS&^ (5) /\ay>^ C,. 6 7JWk C^TMkn^X #;ki^-> 

1 _ 6 T;m=^5/-^;k^n;^b31«'n?>sms^ i ^^L3i^ML 

T^iTt)iliC,_ 6 7JI/+;U-*;U^— ;k C 3 . 6 y^D7J^-*Jl/fc;k c 5 _ 

^ 5 * ^ 6 m?£2§ - ts )v& — ;ua> biikm^ras^ 1 x« 2 fliw l 

T^iTt>cfc^7^/S, X(iy - C ! _ 6 7; Wr^7 $ 7 - C , _ 6 7;i/^ 'J f Lt 

(iv) Ci.BTJWP-*;^— ;uxtt^y , rffiift$nTtiT i b<tii5x«6fi#^ 

(v) #;kK*->S; 

20 6 7;wk ^j;u^4 i '>c 2 _ 6 7;u^;k /\Dy>te£nT^vrfc c fc^c 1 _ 8 7'Ji/3 
^^ii«'n^e^s$:i^vib3fliWLT</^Ti^ct^c 6 _ 10 7U— ;us (agist 

) •V&Zit'S® (la) „ 
25 ££>K> te^tfc (I) Xttft^ft (I a) (Z)$f^L^*WJ<fcUTtt, 

[4- (4-/h+y7iZJW -5 - U-kTUv^W -1, 3-f77-;i/-2- 
^JH75> (###] 13-14) , 

[4-7xZ;i/-5- (4-fcfUv ? ;W -1, 3-f7 1 /-;i'-2-^;W75> (# 
##!J 13-15) , 
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N-pWU [4- (4-^h+y7xrjW -5- (4-t°'Jv;i/) -1, 3 -^Y 
V-Jl-2 — (M 75> (##0013-16) , 

N-^^;U [4-7a:—^-5- (4-t°U^;U) -1, 3-f77-^-2-^^ 
] 7S> (#%0O1 3-4 7) , 
5 N-^^U [4- (4-7^tP7xZ;i/) -5- (4-tfU>>MW -1, 3-^7 
\/— JU- 2 — T JU] 7S > 13-69) , 

N-/^;U [4- (4-^n07x-JW -5- U-fcfUvW) -1, 3-f7V 
-;U-2— f;W 7^> (##^13-7 0) , 

N-^^)l [4- (4-7*D€7xz;W -5- (4-fcfUS^W -1, 3-^77 
10 -;l-2-<JW 75> (»J13-7 1) , 

2-7i-;i/-N- [4-7x-^-5- (4-eu^vw -1, 3 -^7 4 /- ;u- 

2- ' OH 7th75K (###12 3-2 9) > 

3- 7xZJhN- [4-7xrj|/-5- (4-&Ji/M -1, 3-^77-^- 
2-<M yotf^->7^K (###12 3-3 0) . 

15 N— [4- (3-^DP7x^W -5- (4-tfUvJU) -1, 3-^7^- 
2— r;i/] 7th75h* (»J2 3-4 9) , 

N— [4- (3-^ODT7:c— ;W -5- (4-hf'JyJW -1, 3 -3=7V— ;|/- 
2-<M 7°Ph:^->75F (###J2 3-5 0) > 

N— [4- (3-^^7x'JW -5- (4-tfU^W -1, 3 — ^TV— 
20 2--f;i/] 7-feh7S F (###J2 3-5 1) . 

N- [4- (3-^Wx-;W -5- (4-trUv ? ;W -1, 3-^7^1/- 
2— OW ^Ptf^">7^K (###12 3-5 2) , 

[4- (3-^DD7x-jW -5- (4-tf'J> f ;W -1, 3 ~^7 X /—JV- 2 — f 
;i/]7S> (###J2 3-5 9) , 

25 [4- (3-^;^ai^;i/) -5 - (4-trus^;w -l, 3 — ^rv/— 2 — r 

;H7^> (###J2 3-6 0) , 

[4- (4-^D07x-JW -5- (4-tfU^;W -1, 3-f7 , /-^-2 — f 
JW7$> (###J2 3-6 1) » 

[4- (4-^^;U7x-;W -5- (4-tf'Jv;W -1, 3-^77-^-2 — r 
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iH7S> (###|2 3-6 2) , 

n- [4-7iz^-5- (4-t?u> f ;w -l, 3-^7v-^-2— r;u] 7-fe 

h7 = H (###J2 3-7 1) , 

N-7i^-[4- U-*b3ris7x.=.)\,) -5- (4-t°'J^U) -1, 3-^ 
5 77-^-2--f;H7$> (###J2 3-8 0) , 

n— [4- (4-/h+->7i-;w -5- -l, 3-^yy-;i/ 

-2— r;U] >75 H (WI2 3-10 1) , 

N— [4- (4-/h+y7x'JW -5- -1, 3-5f7\/— 

-2— r;H <V-3?>7SH (WJ2 3-1 0 2) , 
10 [4- (3, 4-iy^)VyjL—)V) -5- (4-fcfDv?;W -1, 3-^7*/-^- 
2-<;W75> (###J2 3- 1 2 5) , 

N- [4- (3, 5-^^7z-JW -5- (4-fcTUvMW -1, 3-^77* 

2 — f ;W 7-fe K73. K (###J2 3- 1 2 8) » 
[4- (2-^7^;W -5- (4-trU^W -1, 3-^7 % /-;U-2 — fJW7 
15 5> (###J2 3-1 44) » 

N-X^U-N' - [4- (4-^h+i/7xn;W -5- (4-kfUvW) -1, 3 
-f7 1 /-^-2--fJH #1/7 (###12 3- 1 5 6) , 

N- [4- (3, 5-^^;U7x-;W -5- (4-hTU^W -1, 3-77*/ 
—)V-2 — (M <VZ3f>75F (###]2 3-2 0 0) , 
20 N-X3\^-[4- (4-^h+->7i-Jl') -5- (4-t°U>>VI/) -1, 3-^7 
V'-Jl'-2-fJW75> (###J2 3-2 6 9) , 

N-^Dtf;i/-[4- (3, 5-/^^1^71-^) -5- (4-fcfUv?;W -1, 3 
-^7V-;i/-2—f;H7^> (###12 3-2 7 6) , 

N-77)\s-L4- (3, 5-y7f^7x-JW -5- (4-tf'Jv;U) -1, 3- 
25 ?77-^-2-fJH75> (###12 3-2 8 0) , 

N-^>^;U-[4- (3, 5-y7fJl^7x-;W -5- (4-tfU^l/) -1, 3 
-f77-Jl/-2-<j|/]75> (###J2 3-2 8 1) , 

N-yDhf;U-[4- (4-/h+->7i-Jl/) -5- (4-eUvVU) -1, 3-7 
77-^-2- r;W75> (###]2 3-2 9 0) , 



BNSDOCID: <WO 0110865A1J_> 



WO 01/10865 



32 



PCT/J POO/05 198 



N-<y7 , Dt>-[4- (4-^ V*^-7 -5- (4-tf'JvMl/) -1, 3 
-97'/-)V-2-^)\A7B.y (###"12 3-2 9 1) , 

N— [4- (4-/h+y7x-JW -5- (4-tfUvUU) -1, 3-97'/— )V 
-2 — r;U] -N'-7ir.JWI/7 (##0112 3-2 9 6) . 
5 4 -'[[[4- (4-^h+y7x-JW -5- (4-tfU^W -1, 3 -97'/— Jl 
-2-^JW757] JW ^mSK (###J 2 3-2 9 9) > 
j*3^U4-[2-[4- (*9)V9*) 7XZJW-5- (4-t 0 UvUU) -1, 3 -5P 

tv-;u- 4 — rJ^]7x-)^x-f)^ (##0d2 3-300) , 

4 -[4- (3, 5-S^5^U:7x-;i/) -5- (4-tfUv^) -1, 3-97'/— 
10 JU-2— rjI/]7i-JMfMJP7^ H (###!]2 3-3 0 2) , 

4 -[4- (4-^h^>7x-;W -5- (4-tfUvMU) -1, 3-^7 v /—;i/- 
2 7x-)MfJWi^+y H (##0>J2 3-3 0 3) , 

4 -[4- (3, 5-v^Wi-;W -5- U-fcfUSW -1, 3-97'/— 
)V-2-^()V~\'73L~)l/9)V^)ltt-sF (###12 3-3 0 5) , 
15 4 -[4- (4-^h+->7xZj|/) -5- -1, 3-^7'/-^- 

2-'fJW7i^M^l'm> (###J2 3-3 0 6) . 

4-[4- (3, 5-y^?)l/7x-;W -5- -1, 3-97'/— 

^-2-^JW7xZJM^7j^> (##0iJ2 3-3 0 8) , 

4 -[4- (4-7^tD7x-jW -5- (4-e'J^l/) -1, 3-97'/— )V- 

20 2— r;u]7x— ;M5=-;ux;u7w k (##0H2 3-3 0 9) . 

4-[4- (4-^dd7xzjw -5- (4-eu> f ;u) -1, 3— ^tv— ;u-2 

— f;W7i^W^VXJl/7^ H (##0>J2 3-3 10) , 

4 -[4- (4-7;l'tD7x-JW -5- (4-eU^U) -1, 3 -^7 V*-^- 
2-<;i/]7x-;M^myH (##092 3-3 11) , 

25 4 -[4- (4-^dd7x-;w -5- (4-tfUvW -l, 3 -3"7 % /-;U- 2 

-^Jl/]7x-;M^7^^y|< (##0iJ2 3-3 1 2) , 

4 -[4- (4-7^tD7xrjW -5- (4-tiU^;W -1, 3 —97'/—)V— 

2-'fjW7xrJM5 1 J^M^ (##0'J2 3-3 13) , 

4-[4- (4-^OD7xZJW -5- (4-tf'Jv^I/) -1, 3-f77-^-2 
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-<JH7xz;M?Jl/XJl/^> (##0>J2 3-3 1 4) , 

N- [4- (3, 5-y^fJl/7x-JW -5- (4-tfU^U) -1, 3 -fTV 
-;U-2—r;i/] -N'-^x-jWl/T (###J2 3- 3 1 5) . 
2-tHo^y-N-[4- (4-^ h^>7x-;U) -5- (4-t°Ui/;U) -1, 
5 3-f7y-Jl/-2-^ r;H-7°at°^->7'S K (###12 3-3 2 5) . 

4-[4- (3, 4-y^?Jl/7x-;b) -5- U-fcfUvW) -1, 3-77V— 
JU-2 — fJl/]7x-JM^XJl/7^ H (###J2 3-3 2 6) , 
4-[4- (3, 4-y>5 1 ;i/7x-JW '-5- (4-tiU^;U) -1, 3-^7^- 
;i/-2— T;W 7xZJM^X;i/^yH (###J2 3 - 3 2 7) , 
10 4 -[4- (3, 4-y/^;i/7xZjl/) -5 - (4-tTU^;i/) -1, 3-77V— 

;i/-2 — -f ;W7x-;M^;i/Xj^> (#%#J2 3 - 3 2 8) , 

2- hHo+y-N-[4- (4 -j* b*is7 ju~)V) -5- -1, 

3- ?7y-JP-2-r;i/]7th7$K (###'J2 3-3 2 9) » 

4 - [[[4- (3, 5-^Win;W -5- (4-kfUv^) -1, 3 -77 V 
15 -JI/-2-- fJl/]7=;]^M*-JW^Iti (###J2 3-3 3 7) , 

3 - [[[4- (3, 5-y^fJ^x-JW -5- (4-fcf'J>MW -1, 3 -77V 

-;u-2 — f;W7$y]*Jtoi/]giii (###123-342) . 

fl^9 (i) Xte (la) W^L^WJ^bTOu 4- (4-y-;M-n 

20 7x"JW - 2-7x-Jb- 5 - (4-bfU> f ;W -1, 3—77 V—) V (##011 4 

4- 1) , j* 3^ 4- [4- (3-^^;U7x— ;W -5- (4-tf'J^U) -1, 
3-^77-^-2-^^] 7xZM;i/7-f K (###j44-7h ;>WU4- [4 
- (3-^^;U7x— ;W -5- (4-hfU>?;i/) -1, 3-f7y-JH2 — f;i/ 
] 7xzKJ^+yK (###J4 4-8), *7)V4- [4- (3->^7i3 

25 ) -5- (4-truv ? ;u) -l, 3-^ry-;i/-2 — r;H 7x-;ut;;u^> (# 

#0H 4 - 2 6) ^i'Wb^o 

{Yfetfa (I) X« (la) <bLT«, 
(S) -N- [4- (3-^^;U7x-;W -5- (2- (l-7xZAXf^7$y) 
;W -I,3-^7V-;U-2— Ol/] -3f>75H, 
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(R) -N- [4- (3-^fJI/7xrjW -5- (2- (l-7xZJH^J|/75/) -4-t°Uv 

(S) -N- [4- (3-^^;U7x-;U) -5- (2- (l-7x-;i/X^U7S7) -4-tf'Jv 
;W -\,Z-^-7V-)V-2-^)V] -2-^^;U-=i5 L >T5 h\ 
5 (R) -N- [4- (3-pWI/7x~;1/) -5- (2- (l-7i^l/X^Jl/7$y) -4-tf'Jv 

;w -i,3-^Ty-ju-2--r;w -2-y?Mni=i^>7= F\ 

(S) -N- [4- (3-^^7xZ;W -5- (2- (l-7xz;PXf^7i/) 
;W -l,3-^TV-Jt-2-r;H -2-7UPX3?>75K, 

(R) -N- [4- (3-^f^7xX;W -5- (2- (l-7xXjH^jl'7iy) -4-tf'J^ 
10 )V) -l,3-f7V*-jH-^JH -2-^7PD-Zl^>T^ K 

(S) -N- [4- (3-^^;U7o:-;i/) -5- (2- (1-7x^1^1/7^7) -4-fc?U^ 

;W -i,3-?7 i /-ih2-^jn -2-* ^>-xi^>7^ H\ 

(R) -N- [4- (3-/fJl/7xXJ|/) -5- (2- (1-7x^X^75/) -4-bf'Jv 

15 N- [5- (2-^>^;UT^/-4-eU^;i/) -4- (3-/^l/7iXjW -1,3-^TV-JU 
-2--T ;W nxi^>T^ H, 

N- [5- (2-^>^l/7^/-4-tfUvJW -4- (3-^?;i/7i-JW -l,3-f7 , 7-Jl' 
-2--TJU] -2-* Mr^-U^T^ H\ 

N- [5- (2-^>yJl^75/-4-t:UyJl/) -4- (3-^^l/7xZ;W -1,3-^TV-;U 
20 -2-^f;W -2-^DDX3?>7iH. 

N- [5- (2-^>> ? ;i^T^y-4-tfU> J ;W -4- (3-/fJl/7x-JW -l,3-f7 1 /-^ 
-2— f JU] -2-^)1- u?->-7^ h\ 

N- [5- (2-^>7-fJl/7$y-4-t:'JyJW -4- (3-^^;U7x— JW -1,3-^77- 
)WL-^M -Xi^>T5 H\ 

25 n- [5- (2-^>y-r;L/Tsy-4-tfU> ! ;u) -4- (3-y^;u?x-;i/) -i,3-f77- 

)V-l-iM -2-y^;i/-xi^>Ta H\ 

N- [5- (2- / 0 ,, /'f 7-4-bf 'J vVl/) -4- (3-^fJl.7xXjW -1,3-^77- 

)l-2-1)\A -2-^7DDXi=i5 L >7'a K> 

N- [5- (2-^>7W;U7^y-4-tf 'J -4- (3-^^;U7x-;W -1,3-^77- 
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(S) -N- (l-7xz;H^W -4- [2-X3MU-4- (3-^^U7x-;U) -1,3-^71/ 
(R) -N- (l^i-Jl/X^W -4- [2-X^;l/-4- (3-^^;i/7x— JW -1,3-^77 

5 — ;i-5— r;w -2-fc£»j>W7^>, i 
(s) -N- (i-7iz;n^W -4- [4- (3-^^;u7x— ;w ^-ynhf^-i.s-^T 
V— ;i/-5--r ; w -2- tf U U7 $ >, 

(R) -N- (l-7xZjHf;W -4- [4- (3-/f^7i-JW -2-:/D hVM, 3-^7 

v r — ;i/-5~r ;u] -2- tf u V)vr 5 x 

10 (S) -N- (l-7xz;i/X^;W -4- [2-:/3Ml^4- (3-j^^;U7jc— ;w -1,3-^7^/ 

(R) -N- (l-7xrj|/XfJW -4- [2-^;M- (3-^^J|/7iXJ» -1,3-^77 

— ;u-5--r;n -2-tfU>^75>, 

(s) -N- (i-7i-jl/Xf;i/) -4- [4- (3-^^;i/^x-;u) -2- (4-^;i^;t7 

15 xXJU) -1,3-^77- ;U-5— -2-tf'Jy^75>, 

(R) -N- (1-7iZJH?;W -4- [4- (3-^^l/7iXJ|/) -2- (4-^^;U^7 
x— JU) -1,3-5 1 77-Jk5-<J1/] -2-bf'J>?;P75X 

(s) -N- (i-7xxjh?jw -4- [4- (3-/?jb7xx;w -2- (4-.*^;i/x;i/* 

— ;U7x— ;U) -l,3-f77-Jk5-^JW -2-b?UvMI/75>, 
20 (R) -N- (l^xXjl/XfjV) -4- [4- (3-/fJk7xXJW -2- (4-^JUX;U* 

— ;U7x- ;w -i,3-^77-;H-fjH -2-t 0| Jv;U7^>, 

(S) -N- (l-7xX^X^W -4- [2- (4-7^t07iZ;W -4- (3-^f;i/7i 

— ;w -i,3-^77-jir5-r;w -2-tfu> ; ;u75>, 

(R) -N- (l-7x— ;UX^;W -4- [2- (4-7Jl/tD7xXJW -4- (3-* 5^:7 x 
25 ~)V) -l,3-5 1 77-;H-'fJW -2-fcf'Jv ? ;U7*>. X^Oig^i: W^L^„ 

(i) M(ia) oitbTfi, 7^-^Ata, mmm. 

»£<m. m^^j* ^Sl4x»tt75y^i©^^tf^ 
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X yl^Z- ;U7^>, h'JX^y- )17^>. ispn^i/jUT it'spu 
^y^7SX N, N' -~J^>i/)lX.^\s>V7^>m£<DWi^iZ>*lZ>° fflfo 

Dim '>i^H, iBSKU ^x>&, zu\9WL 

®& tDWsoiM. "?>f*i'Vb&, /vjv2*m&) momm&. yy^—o 
, a& u>^M^(h©^ xmm, y?)vm. ya^i. 

20 (i) «b£r^ da) fc-^ty) ®SiSt;o^TOTCji^§o 

CcbO#bn?>(^\ 0- 5 8 9 8 l#2£fi, 4#WBS6 1-10 5 

8 0^#g. 4#«¥7 - 5 0 3 0 2 3 WO 9 3/1 5 0 7 1, DE-A- 3 
6 0 14 11, 4WP5 - 7 0 4 4 6^»(Cfe«c©^£X«^n^^D/i^^ 
25 \Z£Dn*bftZ>o 
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JxJfciC 1 



R CH 2 C N 
(ID 



R -C H 
(V) 



R 3 CO R 8 
(III) 



R Z CH-COR 3 



CN (IV) 



2 © e 

R - C H 2 M 



H 



R 2 — CH 2 COR 3 



(VI) 



3 9 

R CO R 
(VII) 



(VIII) 



2 H 
R -C-COR 



H a I 
(IX) 



R -C-NH. 
(X) 



(la) 



it^m (ID > (III) , (V) , (VII) , (XI) , (XIII) JkZf (XIV) TtTPS 

oc&m (iv) mt&fo (in tits® (no L&m&<&&&T. #6&-rz>z&z& 

tt&M (III) =K R 8 «> (D0flAfcrc 1 _ 6 7;io*>' (R *h^~X Ih+yf) 
10 . <D^-C,. 6 7JWI/7Sy (R yIfJl/7$;S?) , (E>N-C 

) > (DC 6 _ 10 TU— )VMS (Xte) C^eT^^l/Tgm^nTViTfect^S^^L 
7fim^7^y (#K tfnU~>V, tJI/^U/, ^l/7yU^>-l-^;H?) ^ 

15 (III) ©flEffigKk -ffc^J (II) l=EMZttU mo. 5frl^U$j3. o^e 
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igso^fflfitt, (id l&uzttu mi- 07^^uu3 om $?£l< 

fci$J 1 . 0 L#*J 1 0 ^kT&S. 

5 t&stifei&a 7K^b^-hU^A, 7j«fc:# u OATOM&Sii t?»j>>>. Jk^ 

>m<D3jm&7^>m. Mjx^jkr^x Hj^otr;k7^>» Mjy^;kTa> 

ff§ 3 £S7 S 7kSt^ MJ £ A, TK^ft* U Vhm<07)\sii U &ES*a§fb#ll& 
KTO#M75 KM, thU^A/h^yF> ^ h U CAI K\ # U OA tert- 

mmm^tK^z^^tmm^T{zxnv(D^mn-Ti^o mm 

15 Mmitymm, mmmm^mm. x-^jum. 7^ im rji^-^m, 7kx&z\ 

j&^sgfct 5 m > u& 2 0 0 °c. £ l < w#j 5 &tr> u& 1 5 0 tt* 
5 i vm 7 2 mm. l < 0 . 5 &v> 3 0 mm~c 

fts^ (viii) it&fo (iv) ^Twr^-^tc^D^en^o 
&aH&Bfi«, (iv) lvuzttu mi. ou^mi 0 o^k $f^u< 

25 fr£fa 1.0!Et^Lf53 0 WV$>Z>. 
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Kfoi^miZ, ffi%2 0fcl>L£j2 0 0°C, jff$L<(±^6 Ofc^Uftl 5 OtT^ 
£<, S/ftl^te, ilSt^ 3 0M^U^I72 Bm ff^K TO 1 7^0 > Lift 3 0 PSFbI 

^EJ&mtRfmt<D £ * . * & WiffiS^ £ LT^S^fZffl ^ 3 d £ feT €? z> 

5 ^tc^oTSjtssg^&^^arrsii^feT^. push, %m* tu^yy^* 

(VIII) «, ^b^5 (V) £^STMLTf#£n&^^ (VI) ch^^l ( 

vii) tS^t5^tl:«toTt)^^. 
ffc£*t&l (VI) 4\ M«, mfcf'J^A, th'J^A. #U^A^©7;k*7'J&Jg 
10 ^r^To 

(VII) 4>, R 9 <h L/TH ^J^^HillBR^IeJtlCOfc^Wbtl^o 
*&S£>OT«3:, <t&to (V) l^HcfcfL. ^1.0/j:^U>)3 0m £f£L< 

StfSfigfcL il^- 7 8 Lift 6 0^ $?£L< TO- 7 8fcV>L*<J2 Ott 
20 JKiWFBltt, 5 i L£U 2 4 L < TO 0 . 5 Lift 3 P#H3 

25 <fr£#J (IX) fck ^-£#7 (VIII) ^/ND^^TMS-r^-^lC^Offbtl^o * 

/\ny>^<D^ffl»i. \Y&m (VIII) l^UCttL, iftl. 0&(^Lift5. O^JU 
. ^£L<TOl. 0&t^LI^2. O^l/T'&^o 
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i&g©{£ffls«u itGffli (viii) i^jwc^u mi. om^mi o. o^jk «=• 

S L < ^ 1 • O US 3 . 0 ^UT&S. 
5 4-y^W$y t°'J> ? >, N, N->?pWk7xU>, N-^^fcWJ N 

^a-'tt^^ffl-a^ (vim l&wzttu si.o^u^io.o^ 
io »7j<m^ h u g^^- h u v a. . stag* u kmmtf 

mm. mnmmi&mm. r^r-m ADyMto^tzk^ xhj;w& 

15 Kjtfaagwu #5-2 o&v>u$i 5 or, $?six«#jofcv>u®i o ot:^§ 
o m%5fttn,>i,m2 4mm, ^L<itmi o^-t^Lmsmm-v^ 

ik&fo (la) tt, (IX) <hffc£r#> (X) £.&ti&-?2>^tL\Z&K>&P>tl%>. 

itSVO (IX) 4 1 , Haltt. /\D^r>^^-r o 

<b^#J (X) te> Tfif|R$nTt^«^H«, rUISa n D^©^Sffll/^T : b c t<. 

fb-&$3 (x) (D&mmte. (ix) it; near u mo. 5^U<i3. o^;u 

. 0?t:b<te&O. 8&^U$2. O^I/TffcS. 
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'So 

15 #m\zft^TKj^^frzMmr2>zLt%>-c&. push* mm. 9 a-? h #57 4 




LawessongiiSI 

it&fo (XII) fct ttl) chiC R 4 HTrS^n^T5>^<h^-^-r?)di^ 

20 ct«9t#t.n^„ 
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<k£M (XI) R 10 «, T;Un^~>^-To & Wm+vj tUTH mtf 
Xh^-X 7°D^->> <yyn#+y, ^ h+->f0C ,_ 6 7^ + ->i 

|£ T7$>^j <Z>&fflfifcL te^j (XI) l^EMCttU ^1.0^Ut)3 0^ 
5 . 0F£ L < teift 1 . 0 &lr> U$ 1 0 tJl/t^So 

10 SfJS&gte, #?J-5fcl>U§2 0 0t:/#£L<te&5&t>L#n 2 otrc&s. 

(X) te, 4fr&tJ (xii) ^x^S^ffl^TSPTK^T^-ch^ctOtt^ 

^^a©Mft«. (xio i^hc^u ^n^nmo. m^uss 

25 h+yK. th'J^Alh+yF, rt'J^A tert-:7>4^> Hf©iI7;i/3+y K 

mjxwsx -r$^v-;k ^;i/A75^>^©w^s^^ffl^t>n 
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fctmr$te. mmt) 1 o uti 5 0 mm. < 3 0 #&t^ u§ 1 2 m 
5 or-esso 

(X) te. ^-^#1 (XIII) £&S<7)#£ET. ^b7K^TMT^^<i:(CcfcoT 
Bftttf^cDf^mftte, (xiii) i^;wc:>ttu m fe^U&3 o^;k<?$><5 

o 

10 mMox&mmte. itsm aim l^kc^tu #n. o&iiU$3 o^k 

7$x HU7°ot°;kT^>. hu 7>;kT^>, >^D^^;kx>wkT^>, 

15 -^;nfDU^x N-^^u^i/^u >^S3^ys>^^mfbn^> 0 
mmm^xitKmz^^mm^y\zxn ocD&mm&Zo mm 

. ft£L<itm- 1 0&<^U<J3 0t^§ o aWPalte, iI#3$5#ftl*U&7 2 
MTOMWiS, & 5 waffle £ UT^roRlStfflViSCitfcT^Sd^ 

25 -m<Dftn^Wtiz& v^mzmtrz z tft-czz> 0 

(X) fb^#) (XIII) ^S?©#ffiT, 5/5^* 1 J >§£ 0, 0-yXf-jl/X^r 

>>'^U>i^ O.O-vX^UX^^KD^fflfifi, (XIII) l^kCTU m 

1 &^ U$ 3 €JWi L < 1 ft I * UftJ 2 ^kT&S. 
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wxDmmMte, itsm aim l^jucaru $j3&^uui owu-c&z. 

S/^rUS«> iiSift- 2 0&l^L4U8 Or, ^L<(ffi- 1 0&1>U$?J3 0°CT 

fb^Kl (X) tt, (XIV) ^S^fcU>X^P-V> (Lawesson) litlTMl 

15 EBSfk'J>X«n— V>S@l®ffifflfi«. (XIV) l^KcMUT. #?J0. 5 

mmmitTkmm. j\uy>itm<t7mmx^z.n^-m^±(Dm.^m^m 

20 <^<=>tl£ 0 

-e&s. si«siaa?«, ii^oft^wsu sot, ff$u<(«2 o&^utn 2 0 

(la) *«T->;U7^y<re*S«^tt. ^M575 ^Sftl^lOTy 
(la) <f>, R'^KmS^WLT^Tfect^Tv-Jl/Tay-e^^ft: 
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7i/MKffl<Otimm*. ttfotZ> 2 -J-7 V'-JIT^. > 1 ^EMZttU #J 1 . 0 
5 m rrzsMtffli ibTH g^#jcDTv;i/S('*fj^rr?)^;k^>^x« 

i o u ^>W^tf <bti& 0 

m ri?j tuttt, m«*^^>x;k^>^ p- h;i/x>z;k*>^ a>7j 

15 mm. ffiffimmttfrmm, T^nm /\nf>itmit7mm. xhiuim 7Jk*+ 

SJ^B#Fp1«ilS^ 5 L&J 2 4 Bm £P£ L < TO 1 UtJ 5 fl^T?^ 

o 

ft£*K> (la) ^N-^+^K^T^^^{C^J^^t°U^;^^W«^T5a 
£ - £ tCcfc m# btl^o 

;k £?£b<TOl. 0&^U§3. O^l/T*^. 



WO 01/10865 



46 



PCT/J POO/051 98 



5 fcmmmte. ^-20^1^81 3 o°c. tff^v<m^o°cu^mi 0 o*ct 
10 t>#^n-g>o 

t£ ri&Sj tbtfl #<J*_kfrl«b^ h U ^A, zkBgffcfl U ^A#©Mfim»i 

%% s&mWkMi turn mfct&ftWv^A (v 2 o 5 ) , WKb^x^A 
(oso 4 ) , mib^>^x^> (wo 3 ) , mt^)^> (M0O3) > —Mit-tu 

25 > (Se0 2 ) > ii^DA (Cr0 3 ) ^Wtf^tlS. 
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* ja^p^a, m%m 5ftu\,* 1 2 mm. ^kh^o. 5 & ^ 1 2 

«t K>&g,\z%mtz> z. t^T^^o 
#LJi-r<g> z t \z j: d t# ^n^„ 

KUt^l. 0fe(^U$3. O^I/T&S. 

i-m 7)vu-)im. -v*))vm. *\*>mjuzz\n%zzms^<DM&^&m^*> 
i®-2ox:m*i,mi 3 o*c, ^L<m^o°ct^Lmi 0 ott 

25 ^-fb7K^x«r;wuh kd^^v KaH£ffl»a. ttjfct&xjisyj k# 1 
~> k» ^ ^ > t Knw+y wa^f e>n<g>. 
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m ^mmitm tbtn ^rm^a^v^a (v 2 o 5 ) , ei^ti-x^a 

(Os0 4 ) , WX£9>97Sr> (W0 3 ) . Kfkt'jyf^ (Mo0 3 ) , =&QcteV 
10 > (Se0 2 ) , ffikfrnA (Cr0 3 ) ^W^n^>„ 

mmit*mm. ^mmms&mm. mwrnm. x-x;* r^nm x;k^> 
F«f> 7;m-;m, xmjjh£, ^h>^fi^ne>z^ffiEUi©jg^^F^ffl^^ 

15 tl-5„ 
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=^;k *3Mk x^Mk yotMk -rvyne;k tert-y^jMg) 

^ (#<j;u£ 7 7i. i&m> 0km. Bvmm) . ^;us;k c.^jj^hM* 

io 4Mk (#JA«:> p<^;k x^;k tert-y^;i/^) % c 8 _ 10 7U— ;u (#J*J;i\ 7i- 
*)l (Mtl& X^Mk 7°Dh:;k --rvyntfjk tert-:/^;M£) 

, 7i-jk c 7 . u 77M^ ^>v;w . *;us;k c,_ 6 :7;k3uk 

15 -^;k^xji/ (0y*_i£ T-b^;k 7°Dt°tz;i/f) , ^^x;k^-+'>^;i/fc;k 

h7tKne7z;k rh7tFD77-jk ~> i ))im&mi<^nz> 0 dtie>©s^ 
)i m?L& *3\>k x^;k itrt-y^)vm) . c^^r^Mvu ^>>? 

TLbtm, *&m. wwt* tn^x ^xjut f^>>x N-^;k/^-77;i/A 
a^^-hu^A, ^i-^-7*^;kT>^:xoA7;k^u h\ mm^^A^-cmm 
25 -r^^ix«3i7cJKj^^ffl^t>n^ 0 

^-rno^tcfe, mzmmiz^r,, ^cdjtoij^ 7i^Mt^. 

-g>-<t^T^^ 0 z\n<b<DKfoiz. mwu i^bfiJiu, i5#, 1977 
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t7)izi—)\,m tisTte. m?l& ^y-;k x^/-;k -/n/v-;u 
rnite rx— titu ^x^x-^k ^-rv^Dejux— ^ 

HfjfB ry\py>^^b7K*^j turn mt*, ^dd^x ^dd^a 

10 >H#^f ^tl^o 

HiifB r^«^^7KSIMj tutu ^>-tfx h;kx>. ^~>i/x z 

SMB r^#^y^>iBj tutu mfcfc tfu^x *s>j>mm 

15 itfiSB ry^ H^J ttTH N,N-^fMM7S H. N.N-v 5 * 

-So 



25 itfria rxx^;u*ij tLtn mfck M^^;k lt®p:5P;k -Juttyw.* 



20 



WO 01/10865 



51 



PCT/J POO/05 198 



5 iimcct o f nf M«r§ ^ i^^o (i) #^-fes#n? 

Sfc, ik&m (i) 7jcfn#jx«^7Kfo#iT$)oTfect</^ 
10 it&Vo (I) «|wMi7cm 3 H, 14 C, 35 S) IT«tlT^TtJ;^ 0 

Z.LTikSM (I) \zmtTZ>fc&®&^^ 0 ft&m (I) ©7°DH7 7^tL 

its® (i) cDT^ys^x-rzuty-f ;wb, T^—Mt. ^>?-)i7^ 
y#;i^-;Wb, (5-y^-;i— 2 -^v- i, 3-^^vi/>-4--r;i/ 

) * h^S^Utf— ;Mb, fh7tKP77-M. If n U v^y^Mb, tVt 
u^.frtti/^Mk. lev i-y" ^Mt^tifzit^m) \\k&*to (I) <£>7k®? 

ZiszMk. y?>)Mt, T^—Mk. is^frT^J *?-)Vti)V#ZLMkZti 

fzit^m) ; ffr&tr (i) (D^;u4-s^r->;i/^xx^;Hb, 7^ Kfb^nfcft 

^'JyJl/X7r;HI:> (5 -y^JU- 2 -^-^V- 1 , 3-mvU>-4- 
-YJIO ^^l/X7xrJWfc, y^OA+vM+y^M-^Xf^XTNTJMt, 
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^7t. its® (i) ®^Dh'7y^i izimmi 9 9 o^fij rg^cDP^j ig 

5 

1$mm\\&fy> (I) X«^co^-5^«^-7'n >^y^ (U*T, ft^&l (I) 
£IB§fB-f<2>) tt, {«tlfcp3 8MAP4^--iz|$&*{im TNF-ai^ffl (TN 
F-ai»f^- TNF-af^ffllfl«f^ffl) , ^*yXXf7-t*IV (PD 

e iv) mmwmm^v, ^rz.mw\&<. ao, @jftuB*>4»&^£:«e>. 

1 0 |g^p D p. p 3 8 M A P ^7"-if mmftl T N F - a i^lfiS&K P D E IV IS^J 

<fc-&#J (I) ^WLT^:«>^BJIS^M^#3«, vmMfih =7 
aax^-, £+f-=*% -f*. try^, -tfk bh*) c^bt, 
ffittfc p 3 8 MA P+^—- tflSSftm TN F - a|fiWffl£^U (MP) 

1 5 . am) $&&£&iz bmnztt. p 3 8 m a p v§m&&&T n F-ai 
^m^a, MiKi, sitiasffiiite^a (copd) , yiwk¥-^s w. t 

7^V>#! (Addison's disease) , gS$fcgEt£i§ifiLi£3fcifiL ^tttXUXTl — t-'X 
, ^D— >#l (Crohn's disease) , &&A>. U "WWMPfS (#R«\ flisiti 

20 MRnmmm(Dmfiimm. m%mm, wmmm, m&m* &mm\mm) , » 
^■ims r;u^/W7-^ /\°-^>v>^ is^wj^^ (a 
ls), i-fXii) , tiim^ w» mi mmmw??-, mmm 

25 #3$) , ftumimm <m* ^p->i. ?f^H4*j») , 0&msm& w. i» 

>+f<7-i)l7^ ^V^M^ )V7^<D^^ )V7J&Bd , JfifeC.^, 'frffiHfg, ooifirft 
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urn. mzmtimmo mwimmimcD^' ^m\tuxm^z\h^ 
ittz* ik&yv en &^LTtez*?£wmm&mi** pde ivis^m 

^Mj^cD^K^jchLT, j&pwxwsnipw (r mm. mm. mm 
ess-s-skju &-^;i/-K £iu se^s^ckos^s^. p3 8map 

, 1 B^tzD. lit&fa (1)) £Ur#jO. 0 l&HUSl 0 Omg/kg#:fi 

. *ff£L<ra#)0. 0 1&1>L#J3 Omg/kgffcfi, MlC#£L<^l&(^U$2 Omg 

/kg&s^i s lU^h^miz^frma^-rmt^^o 

©B&jffisij. tnKKksi, m&ni -#m&. ymw. mmmm<Dmm*m&. mmm^ 
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mmmtLTitt. m^mm, a«r» d-t>— h-;k r>y>. p->x^- 

5 mSMtlsTl** mZ-ltf&ikWn—^ D-t>-I — ;k r+XhU> 

, t FP^>7°pfc:;Hz;up-7. tHp+'>yptr;M^;Hr;i/D— ^Uh- 

10 JHzJkP-X^k^A. ^Utf+S^Wk*:*— ^"MJ^A. L-th'P^ 

^JchLT^ flIAfcJEEItJBTK* ;k 7°p fcf k>7*U p-;k "77 pp- 

;k r^ift. h^PP-XS, ^"U— ^ift^a^ttf^ns. 

15 -T>-h— ;k ^E^^X'k x^y— ;k hUX75y/^x ^k^fp 
-;k MJx^/-;k7^>> M^hMJ^A. i'lyithU^AWfb^ 

o 

•7 A, 7-7 U ;kT5 7 7°ntt>m, l/yfk ^^>-tf;kPX-7A. ^^>if 
20 h-"5A« t/^y'J^^U-fe'JX ^(D^M^I4^iJ;m«^'Jtfx;kT;kP 
— ;k Ttfutfruutrau Hk #;ki?+->y^;Hi;i/P-7.± h u -7A, y^;kte;i/ 
p— 7. t HP+->y^;HiJI/P— X, t KP3r>X3Mkfe;kP-7s, hHn+->^ 

p e;u-tr;kp— x^^^Ktti^^^^tf e>n^> 0 

^S^J<hLT«. D-V;kk:I — ;k m^h'J^A, 7'Uiz 
25 »J>, D-T>Xl ;|/^WbtT^> 0 

ffimMtLXte. mteV\°^+->M.«x7^-;kia 7PP7*^7-;k ^> 
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o 

imimtisTte, mz-iSffimm* 77,nji\^>m. a-hziy^a-jumtm 

5 

£XT(D^%m. m&mw r itmffl® i o °c&<^ i,m 3 5 *c £^-r. r% j 

s : i/>tfl/y b (singlet) 

d : yy'Uy h (doublet) 

t : h'J^U7 h (triplet) 
15 Q : tDVy-y V (quartet) 

dd : ?y*)V5?y*Vy V (double doublet) 

ddd : yyliy^)iyy'Uy h (double double doublet) 

dt : ^VJUhU^V^ h (double triplet) 

br : "7'n— H (broad) 
20 J : tiv "7°U ytftgMt (coupling constant) 

Hz : s\)iy (Hertz) 

CDCI3 : i^DD^M 

X H-NMR : y°u h >&ffim*& 

Me : 

25 *!«JHBS<^fi2yiJ^(Oi2?iJ##tt, J^TcoSa^J^^-To 

imm^ : 1 ] 

*S*0»J 1 Kfe^TtefflLfc^'fT— P 3 8 -U©^SBB^J«:*T. 
IWM&^ : 2 ] 

Hi&#iJ 1 \Z$5ls*Tmm lfc7 7<7- P A G - L CD^Si2^J^^-To 
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(K?'J#^ : 3 ] 
(@5?'J#^ : 4 ) 

m &m 1 td*5 ^ Tteffl b 7°^ -f T—M K K - L W^SMB^'J £^"T. 
5 (@B^J#^: 5 J 

1 K*3^Tteffl Lfc^-f^-S E R -U(D^SS2^J^T. 
CB2?U#*§- : 6 ] 

10 ^#11 
###ll 

i - (4- ^ h ^ v -7 x - )v) -2- (3- tr u V) wi^y> 

V 7°0 \L)V7 a >(33. 2 mL) 0)M7^ h7kh*D77> (300 mL) - 7 8 "C 
KftrSPU *^Sif^^l.6 M n-7*^;UU^A^+l->0^(148 mL)£i»TUi 
1 5 o fT»7« 1 0 #r B «U!£T7^#?g-tf\ >T 0 - fcTn »J > (20 g) £fiST Lfc. tag 
£-1 0~0°C&C±#£-t^ 2 O^P^^if/i^ p-T— X^X^;K19.4 g)tf>2S 
7K-T- h 7 1 H D 7 7 >(40 mL) ^SrflST b/io ffi&TfllT^i&'r 1 NHSa^igif . ?K 
(100 mL) ^iP^Lfc. W1t^^MEET^L«(7)^#i^Mx^;i/T^aiL7t 0 

20 X-fJW^SIS B H B tT*i{^W0. 8 g mm 85 %) Sifco 
Ht& 71-72<C„ 
#%#!)2 

*~>£m§B£x3^k 3,4, 5- h U ;* h+v^mSKX^Jk 4-C* h+>^ M^»£ 

25 -E«x?Mk 4-7;u^-n^m#figx5 1 ;k 4-x^;i^m«x^;k 3,4-^^k> 

v^v^ESflSx^k 5-<>^x;kfr;ktf>S&?Wk 5,6,7,8-fh7tKP-2- 
t7hXl/f;k l,4-^>l/^+it>-6-*;U#>K^^k 2-t7hXi/^ 
£^Wtlffl^T, TI2<7>##0iJffr&#l 2-1-2-1 1 ^r^Lfco 
0%Mik&to 2 - 1 : 1-7XXJH- (3- h: U xJU) X^ y > Sl£ 44. 5-45. 5°C„ 
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2 : l-(3,4-^ h + *>7i-;W-2-(3-tf U^Wl^y > St& 

3 : 2-(3-k°U yJW-l-(3, 4, 5- h U ^ h+y7x-Jl/)X^y > 14 

4 : l-(4-j* h^->^ h+y7x3)-2-(3-t°iJy*;Wx3'y> Si! 

6 : l-(4-X^7x-;W-2-(3-e'J^)X^y> St* 80-81 

7 : l-(3,4-^5 : l/>^+y7x-;W-2-(3-^'Jy;WX^/ > 

8:1- (5--Y >y-;i/) -2- (3- b? 'J W X^ y > St* 55-56T:,, 
9 : 2-(3-t°'Jv ; ;W-l-(5,6,7 > 8-^h^h:HP-2-±-7^;U)X^y 
> ftt& 65-66^0 

is ###Kb-&^2 - 1 o : i-(i,4-^>^^+f->-6— r;w-2-(3-t°u^;i/)x^y > 

St* 89-9(TCo 

2-11 : I - (2-^-7^; W -2- (3- t? u w x^ y > St& 69-70*€ o 
±tB##^iJ2CTD> /8-tT3U>Of^tot)tc:a-tfZi'J>, r - till U X 3,5- 

20 ji^yy&^ti-^nm^T. T&oy&%mk&to 3-1-3-3 &&j8x,tzo 

0%Mit&M 3-1 : 1 - 7 xXjk2- (2- tf U W X^ y > St* 59-60t: o 
#%Wb^ 3-2 : 1 - (4-y h + y7xXJW -2- (2- k? U S^W X^ y > St& 77- 
78°C 0 

#%«ti3-3 : i-7xx;u-2-(4-hf'J> ? ;Wx^y> Rt* 109-n or. 

25 #%0<J4 

i - (4-y- x— ;w -2- (4- tf u w x37 y > 

>M V 7*D tf ;UT S > (33. 2 mL) ©MtK^- h7kH077> (300 mL) - 7 8 V. 

fC/££PU ri>#iS-tf 6 M n-^;U , J^^A^\++J->«(148 mD^STFLfc 

o asT«iT^ i o ftmmi&m-vfrgmif. m >t r - tr 3 >j > (20 g ) l/z„ i&g 



l l4-H5 D Co 

##Wb^#i2- 

* I04-I05t:o 

5 ###Hb£r#j2- 

* 43-44 < C„ 

###tfb^i2- 

St* 98-99^ 
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*fh7kKn77>(40 mL) ^^fiSTF Ufc 0 JSTJ^T^iST 1 P^ia^fg-tf . ?K 

5 X-^;^bSIS H B pLT^^#»16.2 g 0« 66 %) 
MA 103-10410. 



2-(5-^5 1 ;i^-3-tfU> ? ju)-i-7x— ;px^y > 

v-f V t°;U7 5 > (20. 2 mL) CD^K^ h ^ h H D 7 ^ >(1 80 mL) Jg$££ - 7 8 *C 
10 iCft^U M n-y^-^U^^A^If^^OO mL) SriffiTLfc. 

io~o *ct;:±#£i*\ 2 o ^r^#?g-tf^> ^msagx^uo. s g> 

7Xt- h* ? t K P 7 5 >(20 mL) jg&SriTF iTFi&T^&T- 1 PtP^^-tf, ?K 

(ioo mD^ip^fco mmmm^m^^i^mxcD^mmmji^j^mtiiLrco 

X—^;U^e>fl^SbT^j@fb^5lO g 70 %) 

H££ 53-54°C 0 

###I6 

2-7*n^-l- (4-* h+y7i^W -2- (3- kf U X^ 7 >mtfc&&& 
20 I -(4-;* h+y7i-;W-2-(3-tf'J^Wx^y >(6. 9 g)£B1&(36 mLMd§^U 
^m(l.7 mL)^ijn^.T8 0°C-e3B#F B ^^if7to JKl£^Sr*7KT?J^JL» tfrtBUt 
TO H B B £«L7Co fflrSH^X^ /-^U-X^UX-^l/^b^^LT^'fb^lO 
gOK^ 89 %)&ntio 
188-19513. 

25 #%#J 7 

±!B###y6(c?Pi:> i-(4-j/ h+^7i-JW-2-(3-t >J ^Wx^y >©f^oi: 

, l-7xXJk2-(3-t 0 iJyJWX^y >, l-(3,4->^ h+y7xX)l/)-2-(3- bf U 
)X^/X 2-(3-eU^;W-l-(3,4,5-hU^ h+x7xXjW I^/X l-(4-;*h* 

h=^v^xx;u)-2-(3-tfu> ? ;wx^y i-(4-^;u^-D^xxjw-2-(3-tr 
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Ui>';i/)x^y>, i-7i^ir2-(2-hfijy;Wi^y>, i-(4-/h+->7x^JW- 

2-(2-tTUv;Wx^y>, l-7x^lr2-(4-t!UyiWl^;>, l-(4-^ h*is7x. 

-;W-2-(4-tfu^u)x^y >, 2-(5-y^t^3-eus^u)-i-:7x.x;ux^/>\ 1- 
(4-x^;U7xx;W-2-(3-t°U>>\JU)x^/>, i-(3,4-^5 1 l/>y^y7xz;i/)- 
5 2-(3-t:U> ? ;U)X^y >. l-<5 — T >^x;W-2-(3-fcf'J^;i/)X*/>. 2-(3-fcf'J^ 
;W-l-(5, 6, 7, 8-fh7tHD-2-t7fJl/)X^y>, 1-(1, 4-^>V'S^-++>->-6— f 

;u)-2-(3-t°u^;u)x^y x i - (2-t 7f ; w -2- (3- e u y;W y >. i-(4-j* h 
+y7i-jw-2-(2- 1° u s^w x^ y >^n^nm^x. TfBco##^b-&#i 7 - 

1-7-1 7^/^L7c„ 
10 W^mk£y>)7 - 1 : 2-^Pt-l-^xX;i^2-(3- fcfU yJWl^y >JWfc7K£B8& 
208-2t5 c C o 

##WM7- 2 : 2-7"D ; E-l-(3, 4-^ h+v7i-JW-2-(3-t°U X*y 
>JWt7K?^i£ BIS 191-193°C 0 

##«^#i7-3 : 2-yp^e-2-(3-eu> ? ;i/)-i-(3 ) 4 ( 5-i-uy h+->7x-;P)l 

15 &;>MAt7mmM. w& 184-18613. 

#%Mb"&#l7-4 : 2-7'D ; E-l-(4-th*D^y7x^W-2-(3-kr<J^I/)X^y> 

&%mtk£y07-5 : 2-7*D ; E-l-(4-7Jl/tP7x-JW-2-(3-t 0 UyiWX^y>I 
fl2k3fc®?lfi 189-1 9 it:. 

20 ##Wb-&#)7 - 6 : 2-7'D ; E-l-7xx;k2-(2-t'U S^Wx^y >JWbto{S&t& 
180-1 81 *C„ 

###M^57 - 7 : 2-yu=E-\-(4-^ h+y7ir;W-2-(2- t°'J >?;W X^ / >H 
*fc7M«!£ 170-171°C o 

^W^»7-8 : 2-^D^E-l-7xx;U-2-(4-h!Uv;Wx^y>^fb7KlflBStS 
25 Bt& 230-232^0 

##WM7- 9 : 2-^D^E-l-(4-y h+y7x-JW-2-(4- tf'J ~>MU) X^ / >H 
fl2K3!§SI& St& 207-209 < C o 

&%Wc&Mn~ 1 0 : 2-yp^E-2-(5-^^;i/-3-tf'J yJW-l-7iXJH^y >^fc 
tK^ISEl fifc£ 189-193^0 
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##Wb^l7-i l : 2-7*n^-i-(4-x^-jU7x-;W-2-(3-t 0 u^;i/)x^y >^ 

1&mffi& 145- 146*0. 

7 - 1 2 :2-^n^-l-(3,4-^^-l/>> ; ^v7x-;i/)-2-(3-bf' 
) JL? S >MJt7kmmiM. Bt& 174-175°C 0 

5 ##Mb&#j7 - i 3 : 2-yD^E-i-(5— f >^-;w-2-(3-t£U ~>*;i/)x^y >^{k7K 

177-178°Co 

7-14: 2-7'n^E-2- (3- tf U ^U) -1- (5, 6, 7, 8-t- h7tF 

jym^vmm^ 160-162^0 

##0!Mt-&$j7- 1 5 : l-(l,4-^> , /v^1t>-6-<;l/)-2-yo : e-2-(3-lfUy;i/) 

10 x-pyym&mmM. mm a 

m%mik&tfo 7-16 : 2- 7* □ ^E- 1 - a-T 7 W -2- (3- tf U W y >^ftl 7 j<^ 
HI* 197-199*00 

##MM7 -17: 2-yDt-l-(4-^ h+y 7 iZJW -2- (2- h: 'J y» / > 

futfomm. i70-i7i°c o 

15 ##0»J8 

[4- (4-^ h+->7x x; w -5- (3- tf u w - 1 , 3-^z y-;k-2--r M 
izjw -2- (3- tf u >?; w x^ j ym&kmm&tt.. 5 g) ^spa, hj x 

^;UT^>(0.95 mL)£i$-?< OfifTFLfc. $TF**7it M^a^T3B#r^#^-tf> 

jKauT^jgfb^Kii.5 g mm 90 %> <&^. 

St«£ 265-266^0 
###]9 

25 N-y-5 L ;u[4-(4-y, h+y7i-JW-5-(3- tf u 3-^-Ty-;i.-2-r;n 75 

> 

N-pWl'^fr'y- 1/7(0. 24 g)(D7-fe hx h U;K18 mL) fflSSJKtC, 2-7*P ; E-l-(4-^ 
h^->7xZjW -2- (3- tf U >>» X^ y > bJc3fiBg*& ( 1 • 0 g) SriJD*., A^iglf fcri* 
h U X^;U7 = >(0. 4 mL) < 0 ?WT Lfc. ITH7I- Sffitf&gT3 mfflfr^ 
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\i)vyL-^m^nmB,vxmmit^m.^ g ok^ 85 %) 

j&& 158-1 59^0 
5 #%F'J 1 0 

N- [4- (4-* h*is7 x— ;U) -5- (3- t? U XU) -1 , 3-^7V-;H-f ;U] 7-k h 7 5 

H 

ttJ^b^tC[(4-^ h^S/"7o:-;U)-5-(3-t: U XW-1, 3-^7 \/— )l-2-i M 7 

$ >&mi\ ®&oy&%m 23-128 tmmcDyjmz-cmmit^^nrzo 82 

10 %o 

WkH 208-210 "Co 
#%0U 1 

2- (4-y-tr^;i/ tf^ v>-\ --r ; w -4- (4-y ^v7i-jw -5- (3- t? u xw -1 , 3- 
^7v-;u 

15 l-t°^^>?>^;U^^-Ta K(0.39 g)07t hx HJ;K15 vOmmz. 2-7*D^E 

- 1 - (4- * h =t >- 7 x - ; v) -2- (3- 1° u -x w y >^f bTKswiL ( 1 . 0 g) &mm u , a> 

^-tffcj^b h U X3MU7 ^ XO. 4 mL) < OiffT Lfc. ffiTmr^ MffiMm. 

KLTS-m^O.SO g (JR3fi 28 %) 2rt#fc„. 
25 ###'J 1 2 

[4- (Mh+y7x -)V) -5- (3- 1° »J XI/) - 1 , 3-^T \Z-;k-2-< ;W75 >£ffi& 
[4- (4-^h+y7i-jl/)-5- (3- fcf U -X W - 1 , 3-^7 v /— JU-2—f ; W 7 5 X200 
mg)£l%iggS;**/--;U(3.2 mLHCjggpU a§FJi£S£L;£. ^e>tlfcffijga^^^ 
y-;i^i^X^U7i^S*g^ e LT^ii^^l80 mg (IR^ 80 %) 
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145-l50*C o 

8-12 ^n^ntz.it^<D\tmnm.^wf(Dm. i ic^To 

can 

5 









R c N 
















10 


8 


-NH 2 










9 


-NHMe 


o- 


MeO-^ — 






10 


-NHCOMe 


fy- 








11 


-N^N-COMe 




MeO-^ — 




15 


12 


-IMH 2 




MeO-^~^ — 


HCI 



20 ###J 1 3 

OTCD^2~S7 \Zffl&0>&%W{\Z&fa 13-1-13-102 ###J8- 1 

2 . <hm§6 1-1058 o-st£tfgR£AJs p 4, 612, 321 izmm<Djjm\zm 
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R b v s 



13-1 -NHMe <T)- Q_ 168 . 169 



253-254 
240-241 



13-3 -NH 2 Me0 "^^— 

N MeO 
MeO 

MeO-H^- 168-1 
MeO 



13-4 -NH 2 



13-5 


-NHMe 




157-158 


13-6 


rIMHMe 


Me 

ts- O- 


205-206 


13-7 


-NH 2 




266-268 


13-8 


-NHCOCH 2 COOCH 2 Me 




201-202 


13-9 


-NHCOCH 2 COOMe 




185-186 


13-10 


-NH 2 




236-237 


13-11 


-NHMe 


Q- O- 


215-216 


13-12 


-NHMe 


■Q- "eO^Q- 


214-215 


13-13 


-NH 2 




217-218 


13-14 


-NH 2 


O* - MeonQ— 


282-284 


13-15 


-NH 2 


•O- o- 


248-250 


13-16 


-NHMe 


f^3~ MeO-^^— 


177-178 


13-17 


O 




130-131 


13-18 


-N^O 




134-135 
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OH 3) Rb^s 

1 -> 
R<T N 



->-R 



a 





* R a 


Rb 




»,* / r 


13-19 


-CH 2 Me 


</ \v_ 


MeO 
MeO 


84-84.5 


13-20 


-CH 2 Me 


<ry- 




59-60 


13-21 


-CH 2 Me 


<ry- 




174-175 


13-22 


-Me 




MeO-^^— 


113-114 


13-23 


-CH 2 Me 






83-84 


1 3-24 


-o 




o- 


135-136 


13-25 






Me °~C3 — 


104-105 


13-26 






MeO-^3 - 
MeO 


96-98 


13-27 


H *w 






1QS-1 Qfi 


13-28 




■>3- 


MeO 


211-213 


13-29 


-trO 

n 




HOHf>- 

\z~r/ 


280-282 


13-30 






O- 


100-101 


13-31 






MeO-^J— 


92-93 


13-32 


v_/ 




MeO* 
MeU" v y — 
MeO 


111-112 


13-33 


— ^3-COOH 




MeO-^J— 


264-265 


13-34 


— ^^-COOH 




MeO 


245-246 


13-35 


— Q-COOH 




MeO 
MeO^J^— 
MeO 


247-248 
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m R a 




R c / *C 


13-36 


-Me 


N=^ 


HOOC-CH=CH-Q>— 208-209 


13-37 


— ^3"~ CH=CHCOOH ^3"" 


255-256 


13-38 


H COOH 




MeO-^~^ — 

>=/ 225-226 

MeO 


13-39 






\ 7 — 143-144 


13-40 






— 163-164 


13-41 


-(CH 2 ) 3 COOH 


Me 

V 




13-42 


-(CH,) fl COOH 


(TV- 


C=/ 112 - 113 


13-43 






O- 51-52 


13-44 


-MWPI-l*ya 
INni_*n 2 IVi6 




MeO-^_^— 154-155 


13-45 


-NHMe 




/-\ vv vv i ft7 1 qq 
O— ^ v— IO/-IOO 


1 o-4o 


-NHMe 




MeCH 2 -^jH- 124-125 


13-47 


-NHMe 


o- 


\_/ — 191-192 


I O**fo 


-N(CH 2 Me) 2 






13-49 


-NMe 2 


>>- 




13-50 


-CH 2 Me 










MeO 


13-51 


-CH 2 Me 






13-52 


-(CH 2 ) 3 Me 






13-53 


-CH 2 Me 
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R<T N 











l&jft / "C 


13-54 




N^ 


MeO-^^— 


104-105 


13-55 


-CH 2 COOH 




o-' 




13-56 


-(CH 2 ) 3 COOMe 








13-57 


-(CH 2 ) 5 COOH 


<r>- 


o- 




13-58 


-(CH 2 ) 5 COOH 




Me Q"v = / — 

MeO 




13-59 


-(CH 2 ) 4 OH 




MeO-^J— 




I O DU 






MpO-^'V 




13-61 


-(CH 2 ) 2 Me 




Me °"0 — 




13-62 


-CHMe 2 








13-63 


-NMe 2 




o 


76-77 


13-64 


-N(CH 2 Me) 2 


o-. 




97-98 


13-65 


-NHMe 






234-235 


13-66 


-NMe 2 




°-w— 


144-145 
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##0iJ 1 4 

7°Ptfl/W5>(12.3 mDcD-T-h^t Ho^^Xl60 mL) I N-7K@HI^- HJ 
•^A7K^(c^fc 0 d(D^#){cO t CT4-^ d wOV-Ol? □ g K (25 g) SrfSTU 

5 /to risra^Tm mzwftsmvfco Km^m^m^^xm&vtz.* ^^^^ 

$a*U i»£g£U 33Ste^t& 24.9 g(JR^ 89 X) &fflto 

mm* 

'H-NMR (CDC lj) <5 : 1.39 (3H, d, J=5.5Hz), 2.15 (1H, d, J=2.9Hz), 2.51-2.66 
(2H, m), 7.39-7.47 (2H, m), 7.93-8.01 (2H, m). 
10 ##09 1 5 

##0U 4tc2pD. 4-^7 o n^>y-r JU^ n U Hof^b K)\z, 3-^pp^>vV;U 

>y-r;u^pu h, 4-^^;u^> > /-i';i/^pu h\ 2-/h+y^>^j^pu f\ 

3-* h^i/^>y<;^D'J 4-IfJK>7-fMD'JF, 4-(i-^^;ux^;i/) 
15 ^Wj^diJK. 4-0, l-y>fJH5 : JW^>7^J^DiJ H> 4-:/Dkf;i^> 

Wju^puk 4-^;u^>vV;^au K\ ^yMv^j^oUK. 4- 
h'J7Mo> h^^> s M)i^a>j k, 4-hu-7;u^p^^;i/^>y-r;u^pu 

3,4-^h+y^>7<J^n | Jh'. 3, 4->>^^;i/^>vV;i/^/ P 'J K 3, 
/fM>7^D'JK 3, ^/fl/^t+y^^ O 'J h\ 2-t7h-f 

20 ;u^p'J K\ 4-7;u^-p^>^-r;i/^p'j h\ 3-z>^p^>^;M-=I^>-4-^ h^s^ 

>w;u^ p u K^-wen^x. TtEo###iHb&#j 15-1-15-22^ 

#%#iHt^#) 1 5-1 : N-(3-^PP^>y-r;i/)-7°Ptf|/>-i'^> 

25 'H-NMR (CDClj) 5 : 1.40 (3H, d, J= 5.1 Hz), 2.17 (1H, d, J= 3.3 Hz), 2.53-2.68 
(2H, m), 7.40 (IH, dd, J= 8. 1, 7.7 Hz), 7.53 (1H, ddd, J= 8. 1, 2.2, 1.5 Hz), 7.90 
(1H, dt, J= 7.7, 1.5 Hz), 8.00 (1H, dd, J= 2.2, 1.5 Hz). 
##Mffr£-#J 15-2: N-(2-? PO^>>/<JW zfo tfU-W 5 > 
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'H-NMR (CDC 1 3 ) 6 : 1.30 (3H, d, J= 5.1 Hz), 2.12 (IH, d, J= 3.3 Hz), 2.53 (1H, 
d, J= 5.5 Hz), 2.56-2.68 (1H, m), 7.28-7.48 (3H, m), 7.75-7.81 (1H, m). 
15-3 : N- (2- j* ^Jl^>'M )V> y°n t° U W 5 > 

5 'H-NMR (CDCl 3 ) 6 : 1.30 (3H, d, J= 5.5 Hz), 2.08 (IH, d, J= 3.3 Hz), 2.43-2.57 
(5H, m), 7.20-7.31 (2H, m), 7.33-7.43 (IH, m), 7.89 (IH, d, J= 7.7 Hz). 
###!Ht£#U 5-4 : N-^-pWU^^AOWyntil/W ^> 

'H-NMR (CDC 1 3 ) 6 : 1.39 (3H, d, J= 5.5 Hz), 2.14 (IH, d, J= 3.3 Hz), 2.41 (3H, 
10 s), 2.51-2.66 (2H, m), 7.32-7.39 (2H, m), 7.79-7.87 (2H, m). 

15-5 : N- (4-pWI^> \Af )V) 'fu fcf l/>< 5 > 

'H-NMR (CDCg 6 : 1.39 (3H, d, J= 5.5 Hz), 2.12 (IH, d, J= 2.9 Hz), 2.42 (3H, 
s), 2.50-2.62 (2H, m), 7.25 (2H, d, J- 8.1 Hz), 7.92 (2H, d, J= 8.1 Hz). 
15 ##Wfr£-#J 15-6: N-(2-^ h*>"<>lAr M 7°u t: l/W S > 

'H-NMR (CDC1 3 ) <5 : 1.30 (3H, d, J= 5.5 Hz), 2.10 (IH, d, J= 3.3 Hz), 2.50 (IH, 
d, J=5.9Hz), 2.53-2.65 (IH, m), 3.90 (3H, s), 6.95-7.05 (2H, m), 7.41-7.52 (IH, 
m), 7.81-7.88 (IH, m). 

20 m%m\k%m 15-7: n-(3-^ h^^> -fu w ^ > 

'H-NMR (CDCI3) 6 : 1.40 (3H, d, J= 5.9 Hz), 2.14 (IH, d, J= 2.9 Hz), 2.52-2.65 
(2H, m), 3.86 (3H, s), 7.10 (IH, ddd, J=8.4, 2.6, 1.1 Hz), 7.37 (IH, dd, J- 8. 4, 
7.3 Hz), 7.55 (IH, dd, J= 2.6, 1.5 Hz), 7.63 (IH, ddd, J= 7.3, 1.5, 1.1 Hz). 
25 15-8: N-(4-X3Ml/^>*/-OI/) 7°U tf U W ^ > 

'H-NMR (CDC 1 3 ) 6 : 1.27 (3H, t, J= 7.6 Hz), 1.39 (3H, d, J= 5.5 Hz), 2.13 (IH, 
d, J= 3.3Hz), 2.50-2.61 (2H, m), 2.71 (2H, q, J=7.6Hz), 7.28 (2H, d, J- 7.7 
Hz), 7.95 (2H, d, J= 7.7 Hz). 
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5-9 : N-[4- (l-/f-^Xf;i/)^>^ 7'D ei/ W 5 > 

'H-NMR (CDC 1 3 ) 6 : 1.28 (6H, d, J= 7.0 Hz), 1.40 (3H, d, J= 5.5 Hz), 2.13 (1H, 
d, J= 3.3 Hz), 2.50-2.64 (2H, m), 2.90-3.05 (1H, m), 7.31 (2H, d, J= 8.2 Hz), 
5 7.96 (2H, d, J= 8.2 Hz). 

###Hb&#u 5-10: n-[4-(i, i->?^^;i/x^;W^>vV;W7°Ptfi/><5> 

yatfl/W^Xll mL, 0. 14 moDCO^-h^t KD7^>(160 mL)?gf£&2N-7k^ 
it-T h U OAymmaO mL) IZMZ-fzo Z.(D^miZ0X:-X:4-(\, \-J^)lS.^)V) ^ 
>7<J^DU K(25 g, 0.13 moD^TL/ta MT^T^, MK30^}f#L/co ^ 

10 ^^^^x^urttttiL/io tam*&£3&#u mm^m^v, mmit-syj 27 

g(0. 13 mol, i» 99 

'H-NMR (CDCI 3 )5: 1.35 (9H, s), 1.41 (3H, d, J= 5.5 Hz), 2.12 (1H, d, J= 2. 9 Hz), 
2.51-2.64 (2H, m), 7.47 (2H, d, J= 8.8 Hz), 7.96 (2H, d, J= 8.8 Hz). 
15 ##0IKfr&#U 5-1 1 : N-(4-7'DlfJK> 1 /<)W7°Ptfl/W5> 

'H-NMR (CDC 1 3 ) a : 0.96 (3H, t, J= 7.3 Hz), 1.39 (3H, d, J= 5.5 Hz), 1.57-1.75 
(2H, m), 2.12 (1H, d, J=3.3Hz), 2.50-2.59 (2H, m), 2.65 (2H, t, J- 7.7 Hz), 
7.26 (2H, d, J= 8.1 Hz), 7.94 (2H, d, J= 8.1 Hz). 
20 &%mte£%t 15-12: N-(4-^;i/^>y-r;i/) y'u bfUW ^ > 

'H-NMR (CDClj) 6 : 0.94 (3H, t, J= 7.1 Hz), 1.26-1.47 (5H, m), 1.54-1.73 (2H, 
m), 2.12 (1H, d, J= 2.9 Hz), 2.51-2.62 (2H, m), 2.67 (2H, t, J=7.7Hz), 7.26 
(2H, d, J= 8.1 Hz), 7.94 (2H, d, J= 8.1 Hz). 

2 5 m%mi\^m i5-i3:N-(4-^ ~>;i^ > \ at ; w y° u tf U- w s > 

'H-NMR (CDCI3) 6 : 0.89 (3H, t, J= 6.6 Hz), 1.24-1.38 (6H, m), 1.39 (3H, d, J= 
5. 5 Hz), 1.56-1.68 (2H, m), 2.12 (1H, d, J=3.3Hz), 2.51-2.61 (2H, m), 2.66 (2H, 
t, J= 7.7 Hz), 7.26 (2H, d, J= 8.1 Hz), 7.94 (2H, d, J = 8.1 Hz). 
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1 5 — 1 4 : N- (4- h U 7)lstU* h + ->^>'M )V) 7°u fcf V W ^ > 

'H-NMR (CDC 1 3) 5 : 1.40 (3H, d, J=5.5Hz), 2.16 (1H, d, J=3.3Hz), 2.53-2.68 
(2H, m), 7.29 (2H, d, J= 9.0 Hz), 8.08 (2H, d, J= 9.0 Hz). 
5 #%#iMb£$J 15-15 :N-(4-h'J y)l^ru^^)l^>^M)l) y°n 5 > 

'H-NMR (CDC 1 3 ) 6 : 1 . 40 (3H, d, J= 5.5 Hz), 2.19 (1H, d, J= 3.7 Hz), 2.54-2.70 

(2H, m), 7.73 (2H, d, J= 8.0 Hz), 8.13 (2H, d, J= 8.0 Hz). 

15-16 : N-(3, 4-S>^ ^>^>VV;U) 7°D tf V W 5 > 

10 f&lftfclo 

'H-NMR (CDCI3) <5 : 1.41 (3H, d, J=5.5Hz), 2.12 (1H, d, J=3.3Hz), 2.51-2.63 

(2H, m), 3.94 (3H, s), 3.95 (3H, s), 6.92 (1H, d, J= 8.5 Hz), 7.56 (1H, d, J= 

2.2 Hz), 7.69 (1H, dd, J= 8.5, 2.2 Hz). 

1 5 - 1 7 : n- (3, \-j*j-)V^y"J^)V) 7°u]duy^ 

15 W$M° 

'H-NMR (CDCI3) 6 : 1.39 (3H, d, J= 5.5 Hz), 2.12 (1H, d, J= 3.3 Hz), 2.32 (6H, 
s), 2.49-2.61 (2H, m), 7.21 (1H, d, J=7.7Hz), 7.77 (1H, dd, J= 7.7, 1.8 Hz), 
7.80 (1H, d, J= 1.8 Hz). 

##^KL-&#J 15-18 : N-(3, 5-v ? ^^;W^> , /< ;W t°l/W 5 > 
20 3, %-z/* : ?)V£&g&<2S g, 0. 17 mol) K(0. 1 mL) ^O'CT'Ilb 

5M-n;K50 mL) {dJPA/i., fg-&4»*2Btr B 1j(ilgKB18S$-frfec i®3flJw^l^:*x;i/£M 
EE~FC@£U £g$tCh;Ux>(50inL)£An*_fc o rJUX>£i#ETT@*U 
3,5-v^^l^>V^Jl^aU F£#/io ynt°l/W5>(14 mL, 0.18mol)co^h 
7tHD77>(160 mL)^^lN-7j<^b^- h U ^AtK^(180 mL) tdbn^Jfc:. dtf)^ 
25 ^(30t:T3, 5-y^)l^>^M)U^ p U HSSTFUc. ?iST^T^ MtC30^4t# 

31 g(0. 16 mol, iR* 99*) 
'H-NMR (CDCI3) 6 : 1.39 (3H, d, J=5.5Hz), 2.13 (1H, d, J=3.7Hz), 2.37 (6H, s), 
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2.47-2.62 (2H, m), 7.19 (IH, s), 7.64 (2H, s). 

#^Wb^fe 15-19 : N-(3, 4-jjt5 1 U>> ? ^->^>V/<;U) 7°P tfU XT ^ > 

'H-NMR (CDC 1 3 ) <5 : 1.38 (3H, d, J- 4.9 Hz), 2.11 (1H, d, J= 3. 1 Hz), 2.48-2.64 
5 (2H, m), 6.05 (2H, s), 6.86 (1H, d, J= 8.2 Hz), 7.48 (1H, d, J= 1.7 Hz), 7.65 
(1H, dd, J= 8.2, 1.7 Hz). 

##0*Kfc#& 15-20 : N- (2-^-7 h-T )V) 7°P tf S > 

'H-NMR (CDC 1 3 ) 6 : 1.44 (3H, d, J=5.5Hz), 2.22 (1H, d, J=3.3Hz), 2.57-2.84 
10 (2H, m), 7.50-7.65 (2H, m), 7.85-8.00 (3H, m), 8.06 (1H, dd, J= 8.6, 1.5 Hz), 
8.59 (1H, s). 

5-2 1 : N-(4-7MD^> , /-f ;W t!l/ W 5 > 

'H-NMR (CDC 1 3) 6 : 1.39 (3H, d, J=5.2Hz), 2.14-2.15 (1H, m), 2.52-2. 63 (2H, 
15 m), 7.08-7.19 (2H, m), 8.00-8.10 (2H, m). 

#^Hfc^6fcJ 15-22: N-(3-~>^ W<>?-)],ttZ/-4-* h^X^XAT;!/) 7°0 tf 

■H-NMR (CDCI3) 6 : 1.40 (3H, d, J= 5.1 Hz), 1.54-1.68 (2H, m), 1.73-2.06 (6H, 
20 m), 2. 11 (IH, d, J= 3. 3 Hz), 2.51-2.63 (2H, m), 3.91 (3H, s), 4.79-4.90 (1H, m), 
6.90 (IH, d, J=8.4Hz), 7.55 (IH, d, J= 1.8 Hz), 7.65 (IH, dd, J= 8.4, 1.8 Hz). 
###J 1 6 

l-(2-^DD7xrjl/) -2- (4- tf U i/)V) J-9 7 > 

>M V y □ \f.)V7 5 XI 5 mL) ©MtKt" h 7 k K d 7 7 XI 00 biL) ^ffi^-50'Ciw}^ 
25 Sib. /^#^if&7^£>1.6 M n-y^;i^U? r >A^\4 1 - , t>^(69 uL) £ffiTbfc. fiST 
^Tt£l0#r^#^-tf> ^^Tr-t:zi'J> (20 g>©&7K5=-h7t Ko^XlO mL) 
^£-30r TnTF U7c 0 l W^^rg-tf fctt> N- (2-^7 p p ^ > ; W y p t° 1/ w 
^ > (20 g) (D4£ 7 j<^ K z, t h* P 7 ^ Xi 0 mL) ?gft££-l OUTSIT Lit. ASTUTE 
r&TW^^-tfe ^^#>(C7K(100mL)^j!jp^. «X^UTtt{±!L^o ftilHd 
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^F-y->-WX^-;U=l:l)T*IMbT«^#ll6 g(JRJ£ 71 %) 

'H-NMR (CDC 1 3 ) 6 : 4. 28 (2H, s), 7.20 (2H, d, J= 6.2 Hz), 7.28-7.39 (IH, m), 
5 7.41-7.48 (3H, m), 8.56 (2H, d, J= 6.2 Hz). 
#%0U 7 

#%#Jl 6(C2pi;, N-(2-^7DD^>vV;U)-7°PtiU>-r ^>O^OlCN-(3-^7P 
D^>V'f;W^ , DtrkWa>, N-tHDD^y^JWyDtfl/MiX N-(2- 

^^;u^>vW)W 7°o truw s. >> N-(3-^^;u^>^;i/) truw 5 >, 

= N-(3-* h=¥i^<>'M My'aE U>>T^>, N-(4-x?Ml^>\Af ;W 7°d t: 
U><^>, N-[4-(i-^fJl^x^;W ;W 7*n t?l/ W $ X N-[4-(l, 
^;i/X^;i/)^>^-r;H :/p t>M a >, n-(4-^°p tiJKy^JW y°n hf u>-f 
N-(4-^M>^;W tf u w a >. N-(4-^~>)l^>lAOI/):7 0 Pt: 0 
15 l/W^>> N-(4- h U 7J^P^ h+y'O^Jl/) 7°n t°l/ W 5 X N-(4-h'j7 
;U^-p^^;^>y'<Jl/)7°at°l/>-r^>, N- (3, 4-S?* h+y^>^;W7°ot:l/ 
W5>, N-(3, 4-y^^K>7-f JW 7*D tVW 5 >, N-(3, S-iSt^JVO W 
7°P tf L^X ^ >. N-(3, 4-;*^U>5**-3r~>^>lAOW 7'D tfl/X £ >, N-(2- 

^-^ M^w 7"DifUM ^ x n-(3->^7 p^>^;i/^->-4-^ h+i/^>w;u) 

20 '7"ol:l/HS> 

^^n^nfflV^T. "FIH©##Mk^ 17-1-17-21 £-£j&Lfco 

17-1 : 1 - (3-^7 P P 7i^jW -2- (4- tf U >W) X^ / > 
SI'S 79-80t: o 

##0Wfr&$Jl 7-2 : 1 - (4-7 O □ 7 xz;i/) -2- (4- U yjl/) 7 > 
25 ftH6 93-94t:o 

0^mtSM) 17-3 : 1 - (2-^^;i/7 i-JW -2- (4- kf U >W X^ / > 

'H-NMR (CDC 1 3 ) 6 : 2.48 (3H, s), 4.23 (2H, s), 7.19 (2H, d, J= 6. 2 Hz), 7.24-7.47 
(3H, m), 7.73 (IH, d, J= 7.7 Hz), 8.56 (2H, d, J- 6.2 Hz). 
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&%Mik£QSl 7-4 : l-(3-^^U7x-JU)-2-(4-eU^;U)X^/ > 
Hi* 115-1 16*0. 

»K^il 7-5 : l-(4-^^;i/7x-;U)-2-(4-t:U^JU)X^y> 

Bi£ no-i inc. 

5 \ 7-6 : l-(2-j* N^v7x-;W-2-(4-tfu^;u)x^y > 

'H-NMR (CDC 1 3 ) <5 : 3. 92 (3H, s), 4.30 (2H, s), 6.95-7.07 (2H, m), 7.17 (2H, d, 
J= 5. 9 Hz), 7.50 (1H, ddd, J= 8.4, 7.3, 1.8 Hz), 7.73 (1H, dd, J= 7. 7, 1.8 Hz), 
8.53 (2H, d, J= 5.9 Hz). 
1 0 17-7 :l-(3-^h^> 7x-JW -2- (4- b? D V)V) JL? J > 

'H-NMR (CDCI 3 ) 5 : 3. 86 (3H, s), 4.28 (2H, s), 7.14 (1H, ddd, J= 8. 1, 2.6, 1.1 
Hz), 7.20 (2H, d, J= 6.2 Hz) , 7.36 (1H, dd, J= 8.1, 7.7 Hz), 7.51 (1H, dd, J= 
2.6, 1.5 Hz), 7.58 (1H, ddd, J= 7.7, 1.5, 1.1 Hz), 8.57 (2H, d, J= 6.2 Hz). 

15 7-8 : i-(4-x^^7xx;i/)-2-(4-t°u> ? ;Wx^y> 

BJ* 87-89°C 0 

##««Hk^ji 7-9 : i-[4-(i-y^;i/x^;W7xx;W-2-(4-t°u> ? ;Wx^y> 

fit* 86-88t: o 

##0Wfr&#J 17-10: l-[4-(l, \-i?*=f-)V2L?-M 7x— ;W-2-(4-tf'J yJWl^ 

20 y> 

iSlV7°n¥)l,7^>(\S mL, 0. II molXDa&TKr- t Kd 7^X100 mL)iM£- 
5(TCle:?&a]U fr^m^U&Z\.SMn-7*^)\s*)^Vl±^V>mm&9mL, O.llmol) 
SiSTL/fc. ^T^7i£l0#P^#^1f, ^iTr-tfn>J> (9.3g, 0. 10 mol)(7)te 
tK-t- h ^ t H D 7 7 XI 0 mL) }gi££-30 , CTiST Lfc. I Bf RSW>€*gif N- [4- 
25 (U-y^^Jl/X^W^^JH yptf UXT^X22 g, 0. 10 mol)(Dto7K^ h^t 
Ho^^Xl0mL)^^-30°CT^TLfco nrF^T1M£*t^&lJ;T#fUU 2»1 

IHSx^k 1 : 1) TffiffiiU >H" y y°o tf;ux— ^u-^-ti-X^HI^L-T^M^t: 
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m\ gmm 43 %>^#fcc 



1 3 : 1- (4-^+y;i/7 x" J W -2-(4- hf U yjW / > 

1 4 : 2-(4-t°U y;W-l-(4- h U 7JI/^D^ h+y7x-JWl^ 



Bt& 75-76°C 0 

ttMb^tll 7-11: l-(4-7°Dt:;U7x-;i/)-2-(4-b 0 U >>vu)x^y 
Hfc,£ 71-72°Co 

5 17-12: l-(4-y^;U7x-;U)-2-(4- t°U ~XU) X^/ > 

Bt& 41-43°Co 

mmmw^m 1 7 

fflL& 57-58r o 
1 7 
10 /> 

Bt& 65-66t: o 

M^fti 7-15 :2-(4-tfU^;W-i-(4-hU7;i/^-n^^;i'7xLx;wx^y 
> 

94-95T:. 

15 #%#!Mt^$J 17-16: l-(3,4-v^ h^v7xX;U)-2-(4-tf U v^)I^/> 
110-11 1'Co 

###Kfc£-#fl 7-17: l-(3,4-y^^7xZjW-2-(4-t'UyJWX3 ? ;> 
B!£ 81-83^0 

mnmitsm 1 7 - 1 8 

20 l-(3, 5-y^^7iXjW-2-(4-tfU -J)l)X.*?J > 

~Xf V7°nt:°;!/7^X15 mL, 0. 11 mVXDWkv- h^t: Fn^^XlOO mL)mtik$: 
-5(TC {C^iflU M n-y^I/U^^A^-tt^^Ceg mL, 0.11 

moD^MTL^c riST^T^10^r^#^-tf, ^Tr-tfin U > (9.3g, 0. lOraol) 
Cote 7 |c^ b ^ t F □ 7 ^ Xl 0 mL) ^^-30t:T^T L7t„ 1 0#r^^-t±7m N- 

25 0,b-iy^J^>'MJl)y o n\£U>^ SX19 g, 0. 1 0 mo 1) (D&ItKt"" h7kh*D7 
^XlOmD^^-30'C^TL^o ^*I7M^ fC^£T#^ U 2BfP^^ 
if it. JK^^^MlOO mD^Jp^.. Mx^UT-JSttS L7c, tttBTi&iMetffc. I^S 

l£> M^g^b/io a^^^y^°Dif;ux-T-;u-^-!±>^b^ B B B ^LTM{k; 
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St£ 90-9 l°Co 

1 7-19: l-(3,4-p<5 : -U>> ; ^i/7^-Jl/)-2-(4-t: l J> ; ;Wx^y 
gt£ 126-127^0 

5 17-20:1- (2-j-7?-)ld -2- (4- tf U S^W X^ / > 

»t& 114-1 15°C 0 

##0Wfr&!& 1 7-2 1 :l-(3-S^D'*>^;i~M^>-4-;* N^v7xX;U)-2-(4-hf 

I&& 87-89°C 0 
10 ###U 8 

%m 18-1-18-9 £-&j&Lfc„ 

##Mfc£4& 18-1: 1- (2-# d d -7 ai—; W -2- (3- If U X^ 7 / > 

15 'H-NMR (CDC 1 3 ) 5 : 4. 28 (2H, s), 7.18-7.49 (5H, m), 7.59-7.67 (1H, m), 8.47-8.56 
(2H, m). 

##MMl 8-2 : l-(3-^DP^jcx;W-2-(3-hfU^;Wx^y> 

'H-NMR (CDC 1 3) 6 : 4. 29 (2H, s), 7.25-7.34 (1H, m), 7.44 (1H, t, J= 7.7 Hz), 
20 7.54-7.63 (2H, m), 7.90 (1H, dt, 1=7.7, 1.5 Hz), 8.00 (1H, dd, J= 1.8, 1.5 Hz), 
8.49-8.57 (2H, m). 

&%mc£flk 18-3 : 1-IHOD7 i^W -2- (3- tf U W X^ J > 

'H-NMR (CDC 1 3) <5 : 4. 27 (2H, s), 7.24-7.31 (1H, m), 7.47 (2H, d, J= 8.8 Hz), 

7.55-7.63 (1H, m), 7.96 (2H, d, J= 8.8 Hz), 8.46-8.53 (2H, m). 

25 ##0>Hfr&#ii 8-4 : i-(2-y^^^xx;w-2-(3-tf>j> ; ;u)x^y > 

'H-NMR (CDCI3) -5 : 2.47 (3H, s), 4.23 (2H, s), 7.18-7.47 (5H, m), 7.73 (1H, d, 
J= 7.7 Hz), 8.47-8.56 (2H, m). 

18-5 : 1 - (3-y i-JW -2- (3- tf 'J >V» X3? / > 
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'H-NMR (CDC 1 3 ) 6 : 2.43 (3H, s), 4.29 (2H, s), 7.17-7.36 (1H, m), 7.36-7.46 (2H, 
m), 7.58-7.65 (1H, m), 7.78-7.86 (2H, m), 8.50-8.56 (2H, in). 

8-6 : ]-(4->^;U7x^;W-2-(3-tr>Jv ? ;i/)X^/> 

5 Mfo 72-74<C 0 

##Wb-&#Jl 8-7 : l-(3-* H+v7x-;W-2-(3-tfU> ? ;Wx^y> 

'H-NMR (CDCI3) 5 : 3.86 (3H, s), 4.29 (2H, s), 7.14 (1H, ddd, J= 8. 1, 2.6, 1.8 
Hz), 7.28 (1H, dd, J=7.3, 4. 8 Hz), 7.40 (1H, dd, J= 8. 1, 7. 7 Hz), 7.53 (1H, dd, 
10 J= 2.6, 1.8 Hz), 7.58-7.65 (2H, m), 8.50-8.55 (2H, m). 

8-8 : l-[4-(l, l-^^;i/X^;i/)7x-)W-2-(3-h:Uv;i/)X^y 

> 

'H-NMR (CDC 1 3 ) 6 : 1.34 (9H, s), 4.28 (2H, s), 7.22-7.31 (1H, m), 7.50 (2H, d, 
15 J= 8.4 Hz), 7.56-7.65 (1H, m), 7.96 (2H, d, J- 8.4 Hz), 8.48-8.55 (2H, m). 

8-9 : l-(3,5-> ! ^^U7aix;i/)-2-(3 T t:U^U)X^y > 

'H-NMR (CDCI3) <5 : 2.38 (6H, s), 4.27 (2H, s), 7.24-7.30 (2H, m), 7. 58-7. 63 (3H, 
m), 8.50-8.52 (2H, m). 
20 1 9 

S!£ 189-192°Co 

25 mmm2o 

\-{A-y)V*u73L-M -2- (4- tf u v;w x^ y > 

V bf ;UT ^ > (29 mL) tf)*£ 7 j<^- h7hHo77> (300 mL) ?g??£2r-78 *C 
OfcSJlU M n-y^'J^'7A^it>^(140 nDSrSTf Ufc 

o ^T^T^iO^^^if, ffi,*Xr-\f.nV> (21 g) a*!KTh7tKP77 
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> (50 mD mm&mtt. ^u^^-\o°cx2o^m^mfr^ 0 Kamm^-nx: 

\a$%\ LN- (4- y j l?!r a s< > )V) y°o tf U 5 >(36 g) ©afcjcx h7tHD77 
X50 mL)i^£ij&TUt. ?iST^7m^T3P#F^^#?gif^ 8 ®£31^5tc:7k(]00 

5 >H y y°n e;ux-^;u^ b^SIIT^ d £ 9 mmtk&fo 28 g (ir$s 66 %) £f# 

It* 90-91 t. 
###J2 1 
4- (y^loW 5P^>X75 H 
10 4-*^Jl^-:^>VX hU;U (12 g) £4N ^b7K^CD@Mx^;i/^Ht (130mL) 

22llf|f^#ig1f/L > StfSg^KTK (100 mL) Srjjn*., IMX^;H?»tB Lfc„ W 

^Ua>6IS*g|IT5::£K:£9^{t^ 10 g (OT 67 X) £#7Co 
15 Ri£ 176-178 «C. 

m^m 2 2 

m%M6lzmC, l-(4-y h+>ya:x;U)-2-(3-tl'J> ? Jl/)X^y><D^O{C. 

1- (2-y D P7iZJW -2- (3- tf U y;Wl^y>, l-(3-^OD7x-JW -2- (3- tf U ^ 

;Wx*y>, i-(4-i? DD7x^w-2-(3-if>j y;wx^y x i-(2-y^;i/yxx;u 

20 )-2-(3-tfU>lM/)X^y>, l-(3-^^^7x^JW-2-(3-t: l JyJl/)X^yx l-(4- 
y^;i/yxx;W-2-(3-eu>?JWx^y>, i-(3-y h^y7xn;W-2-(3-eUy;W 
x^v>, i-[4-(i, i-^^^-;ux^;i/)yaix;H-2-(3-tiU^;i/)x^y>, i-(3,5- 
>>y 3y uy x x; w -2- (3- tf U ^l/) x^ y x l - (2-y d d y xx; w -2- (4- tf U X> l) 
x^y>, i-(3-^DDyxx;i/)-2-(4-trus>;Wx^y>, i-(4-^pp7xzjW- 

25 2-(4-tfUX>l/)X^y >. l-(2-/^l/7x-;W-2-(4-t'UyJWx^/X l-(3-j* 

3^y xx;w -2- (4- tf >J XW x^ y x i- u-y ^y xx;w-2- (4- tf U x>u) x^ 

y>. l-(2-y H^y7xXJW-2-(4-lfiJy;Wl^y X l-(3-^h^y7xXJW- 

2- (4- tf 'jyJWi^yx i - (4-X5 1 ; uy x x; u) -2- (4- tf UyJWx^yx 1 - [4- ( 1 - 
y ux^; w y x x; w -2- (4- tf u ~x w x ^ y > , i-[4-(u-y^^x^)7x 
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-2- (4- tr u w x^ y >> i- (4-y □ tf^7i-;w -2- (4- t? u x^ y x 

1 - (4-7*f;i/7x-;W -2- (4- tf U X5 7 / >. 1 - (4-^yJl/7xZ;W -2- (4- tf u 

i^;u)x^y>. 2-(4-tfU^;i/)-i-(4-KU-7;u^-Dy h^f>:7xx;i/)x3?y >, 2- 
(4- tf 1 J V)V) - 1 - (4- h 1 J "7 ; i/^- p y ^; u 7 x x; w x^ y x 1 - (4- v y ^; 1/7 ^ y ? 

5 xx;W-2-(4-e'J^;WX^y>^fk7K«^ l-(3,4-/^h+-/7x^l/)-2-(4- 
t°'Jy;Wx^;>, i-(3, 4-y^f^7i-Jl/)-2-(4-l: u>?;wx^y X l-(3, 
y 5P;i/7 xx;U) -2- (4- tf U vW) I^/X 1 - (3, 4-^fU>y^y7x-JW -2- 
(4-t°UyJI/)I^y>, l-(2-^7?^W-2-(4-t:U vVl/)X^y X l-(4-7MD7 

xxji/)-2-(4-tr«j x^y x i-(3->^a^>^;u^->-4-y h=^>:7xx;u 

!0 )-2-(4-tf'J^Wl^/>^n^liT. TB2<0##0Mb&#l2 2-1-2 2- 
3 3 £-£/&L/to 

2 2-1: 2-Zfa^r-l- (2-^7 D □ "7 xx;U) -2- (3- e U ~X>W x^ y >H: 
S&& 88-90^:0 

1 5 &%Wik&to 2 2-2: 2-^ D^E-l - (3-# □ o 7i-JW -2- (3- k° U v?J W X^ y >J| 
164-166T: 

2 2-3: 2-:/ □ ^-1 - (4-^7 □ □ 7x-iW -2- (3- t: U X^ y >!! 
##W^2 2 - 4 : 2-^P^E-l-(2-y^l/^xX;U)-2-(3-t°'J ^Wl^y^ 

&%Wit&fo2 2-5 : 2--yn^E-i-(3-y^;i/^xx;W-2-(3-t°'j ^;u)x^y>^; 

25 fc7KJ^i& 

i^Wt^ti2 2-6 : 2-yn^E-l-(4-y^;i/7xx;U)-2-(3-tiU >^ 
1L& 96-98^0 
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##Wb^i2 2-1 : 2-7*a ; E-l-(3-^ h+y7xZJW-2-(3- tfU X^ 7 > 
»HM2 2 - 8 : 2-yn ; e-l-[4-(l, l-^^Ux^U) 7i-;W-2-(3-fcf'J 

5 )D x.? ; >mt7mmm 

V&& 190-194^0 

195-197t:. 
10 ###Hfc£#7 2 2 

H£ 157-159°C„ 
##WM2 2 

15 178-181t:. 

&%mt-s®2 2 

m&s 189-1 93^. 
##W^tl2 2 
20 ^ffc*5!tBI£ 
SI* 183-186°Co 
##Mb^2 2 

25 ##0Wfr&&2 2-15: 2-^P ; E-l-(4-^5 1 ;i'7x— ;W-2-(4-tT'J^JI/)X^y > 
SI* 1 ! 1-1 13°Co 

##Wt^2 2-l 6 : 2-7Dt-l-(2-^ K^->7oiX;W-2-(4-k 0 U^U)X^y 



-9 : 2-^ p D ; E-l-(3,5-^^;U7xx;W-2-(3-tf'J^;Wx^y 



-10 : 2-7 O 1 - (2-7 D D 7 x " ;W -2- (4- hf 'J W 1^ 7 > 



-1 1 : 2-7'D^E-l-(3-^PD7x-;i/)-2-(4-b:'J> > Vl/)X^/> 



-12: 2-^p^E-i-(4-^DD7xx;i/)-2-(4-if u> ? ;i/)x^y> 



-13: 2-7'D ; E-l-(2-^5 1 J|/7x-JW-2-(4-fU yJWl^y > 



-14: 2-;7*D : E-l-(3-^^7xX;W-2-(4-t 0 'J>^WX^y' > 
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Hi* 168-1 7 nc 0 

##^Hb^2 2-17: 2-7*D ; e-i-(3-^ h^;7xx;u)-2-(4-t 0 u vWx^y 

5 2 2-18 : (4-X^;U:7 x XJU) -2- (4- fc: U vJW / > 

Bk£ 170-1 73-0. 

##0Wfro#>2 2-19 :2-^ > D ; E-l-[4-(l-^^;i/X^;i/)yxx;H-2-(4-h: l J^U 

)x^y>^{t7j<«^ 

10 ffl& 185-1 88^0 

##Wb^#l2 2-2 0 :2-yP^E-l-[4-(l, l-> ? ^^;UX^;W7xx;W-2-(4-ti , J 

l-[4-(l, !->?^5 1 ^X^;W7xx;i/]-2-(4-tiU> ? ;U)X^y>(10 g, 39 mmol)£rIf 
^(40 mDCl^U HJtaOmL, 39 mmol) £^T80T:TWp^#^7c: o JKJfcfl£ 

m 9.6 g(JR¥ 81%)£t#fco 
fflL* 209-2 12t:o 

#%#Hfr&#j2 2-2 1 : 2-^D^-l-(4-7°OtlJl/7xX;i/)-2-(4-tf U^WX^y 

20 H1& 167-1 70t:o 

2-2 2: 2-^Dt-l-(4-^Jl'7i^l')-2-(4- fc?U v>VU)X^y > 

"Bl& 158-1 6 lt^ 

#^Mk-&^2 2-2 3: 2-7'D ; e-l-(4-^y;i/7x-;W-2-(4-t:U v»X^/ 

25 >JWfc7kf?«& 
iH*, 153-155°C 0 

##Wb^2 2-24: 2-:7*M-2-(4-fcf U :/;i/)-l-(4- h U 7Jl/tD/ h+->7x 

x;u) x^ y >H4b7k^t& 
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#%0>Hfc&*Bj2 2-2 5: 2-T/D : E-2-(4-t?U >>VW-l-(4- h U 7)lJrn *^)17 oc~ 
It* 190-194'C. 

^WVSMM 2-2 6: 2-7'o ; E-l-(4-y/9 1 Jl/7$y7xz;i/)-2-(4-t" l J vJU) 

5 x^y>-^fb7K^^ 
Htk i63-i67t:o 

#^M^tl2 2-2 7 : 2-^D ; E-l-(3,4-y/ h^'>"7x-;W-2-(4-bf U VM X 
174-1 7 5r. 

10 t#M»2 2-2 8 : - (3, 4-y7f;l/7 x ' J W -2- (4- 1° U y'Jl/) 1^ 

MA 196-199^0 

#tf!lf^t)2 2-2 9 : 2-^o^-l-(3,5-^^^;l/7xx;U)-2-(4-tiU> ? ;WX^ 

15 l-(3, 5-y/^l/7iZj|/)-2-(4-t 0 U y';WX^7 >(7. 0 g, 31 mmol) £1^(35 mL) 
13^U jyH(1.6 mL, 31 mmol)^J!]nx.T80 < CT3B#^#^-tf7c 0 ^$HM?X^ 

16 gOW 96%)£f#fc. 
2 16-21 9^0 

20 ^Wb^j2 2-3 0 : 2-^P^E-l-(3, 4-^^l/>y?^v^a:X^)-2-(4- 1: U ^ 

;Wx^/>Jltok«^ 

Bl£ 2ll-214°C„ 

###Mb&#> 2 2-31 : 2--7'n^-l - (2-7"7^;W -2- (4- tf U i?Jl) X.? J >^ft?K 

25 149-152r o 

#%Mt-&#l2 2 - 3 2 : 2-7*D ; E-l-(4-7JWD7xZJl/)-2-(4-k 0 Uy»I^y 

Bt£ 185-189°C 0 

#%MM2 2-3 3: (3->^ □ ^>^Jl/?|-^>-4-* h+">7i^ 
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) -2- (4- 1° u X.? j >mt7mm& 

M& 168-170°C o 
###!j2 3 

OT©S8~t3 1 \z$mL(Dm%mit^m2 3-1-23-29 4^2 3-29 

5 5-2 3- 3 4 9£, ##0i]8~l 2,4#MBS6 1 - 1 0 5 8 0*t£ggRtfUSP 4 

, 612, 321 \zmm(D^mzmcx^m.Lt^ 
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221-222 
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m3 o] 



23-326 — <Q-SMe l£3~ Me -^>— 159-161 

-Q-SOMe nQ- M^j)— 161 " 164 



— 0^-S0 2 Me m ^J~V- 194-196 



23-327 



23-328 



Me 



23-338 -V C °-0 N^- "£>- 

CH 2 C0 2 CH 2 Me 1J( ^ 

^ ^ ^ Me 



228-230 



23-329 -NHCOCH 2 OH ^£3" MeOnQ) — 

23-330 -NHCOCH 2 OH N^> — M e 3 C-<^ — 261-263 

23-331 -NHCCHQ>-C0 2 Na N^3~~ MeCHj3>— 386-389 

Me 

23-332 -NHCOH^^>-C0 2 Me — <£^> — 300-303 



Me 

Me ^ 

23-333 -NHCCH^>-C0 2 Na <Q> — 393-395 

Me 

23-334 - t f C °^Q n3- M fc>- ^23-125 

(CH2) 2 C0 2 CH 2 Me Me 

-^ co ^Q • n3- M fe>- 



23-335 "'I ' N v=/~ \_/ 161-163 

(CH 2 ) 2 C0 2 CH 2 Me 



Me 

23-336 -NH(CH2) 2 C0 2 CH 2 Me — \=^~ 161-162 

Me 
Me 

23-337 -NHCO-^^C0 2 H \3~ 347-349 

Me 
Me 



166-167 
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m3 1) 



C0 2 H — . n_ 
23 342 . ,NHCO<j> O- £>~ 350-353 

Me 

,C0 2 Na ^ Me >_ 

23 " 343 -NHCO^j) . Q- 257-261 

Me 

23-344 -NHCO-Q^-CI 276-279 

Me 

23 " 345 -NHCO-Q Q- 303-304 

Me 
Me 

23-346 -NH(CH 2 ) 2 C0 2 CH 2 -(~) nQ— 149-150 

Me 

23-347 -NHCONH-Q> <0~ ^^J— 175-177 

23-348 -NHCO-<2>-C0 2 Me ^O* - M ^3~ 272-274 

23-349 -NHCO-^^-C0 2 H >0~ M ^3~ 341 - 343 



Me 
Me 



#tWb^t R a R b r c jg^ / - c 

23-339 -V C °"Q rQ- M K_ 146 . 14? 

CH 2 C0 2 CH 2 Me ^ ^ 

Me 

Me 

23-340 -NHCH 2 C0 2 CH 2 Me ^3"" ^=^~~ 142-143 

Me 

C0 2 Me _ Me v 

23 ' 341 -NHCO^> O" 253-256 
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###J 2 3-128 

N-[4-(3, 5-S^^;7xx;U)-5-(4-k: U V)V)-\,Z-^7^-)V-l-^ M 7^.V7 
5 K 

[4- (3, 5- V * 7 x ~ ) I) -5- (4- fcf U V) V) - 1 , 3-^ 7 \/— ; 1^2 — T ) W 7 ^ > 
5 (0.50g, 1.78 nunol)£4-^;WI/75/ t:U^> (0.06 g, 0.51 mmol) ©N.N-v 5 ^ 
^JUT-fehT^K (5 mL) ^(C, mtY^Jl (0.21 g, 2. 67 mmol) SrJtaA. 80°C 

mMitttty) 0. 17 g 29%) Sr^fc. 

10 fflU& 284-286"C 0 
2 3-133 

[4- (3, 5->?^^;u7x-;w-5-(4-t!u s^w-i, ;i^2— r;w 75 > 

2-yo^E-l-(3, 5-^^;U-7x-JU)-2-(4-tf'J Z?)l) S >£J&mffl& (5. 0 
g, 13 mmol) tttfim (1.0 g, 14 mmol) ©7-fe N — h >>Ul/ (60 mL) ^(3. HJ 
15 X^;i/T^> (1.9 ml, 14 mmol) £fiTFU ^&T3P#fo1*^ig1f£. ?&$££MJBi 

mmit&yo 2.0 g (7.2 mmol, W 55%) £f#7t 0 
242-244t:o 
20 2 3-137 

N-[4-[4-(l, l-zy^)lJL^-)U) 7x—;W-5-(4-tf>J yJW-I.Wy-W-fJl/ 

[4-[4-(i, i-^^x^i/) 7x-;n-5-(4-tfu s^w-i, 3-^tv-;i^-2— r;i/] 

(0.40 g, 1.29 mmol) ^-v^^TS / tfU >>"> (0.05 g, 0.39 mmol) © 
25 N.N-v^^T-feST^ H (4 mL) Mt7±.^-)V (0.15g, 1.94 mmol) £2JP 

*£H.LTgim^l 0.23 g mm 50%) 
280-281 "Co 
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###J2 3-143 

[4- [4- (i , i - i^^AJi^j v) y x -5- (4- 1° U W -1 , 3-^7y-;u-2-< ;W 

2-7d ; E-l-[4-(l, l-v^^UX^-JU) 7x-jl/]-2-(4-fU i^W / VH-ffrKU 
5 8^(5.0 g, 12 mmol) <h^^ (0.95 g, 13 nimol) <D7± h (60 mL) f§ 
a&d, h'JX^jPT5> (1.8 ml, 13 mmol) 3B$RlfiS8ltLifc. 

^nfeffljgS&X^y— JI/ e fc9^flbTajS{b-& i Kl 2.6 g (8.4 mmol, 69%) 

10 S0L& 254-257°C 0 
##0iJ2 3-l64 

N-[4- [4-(l, l-^^X^MU) 7i-;W-5-(4- tf'J yJW-l,3-f7y-;k2-^Jl/ 

[4- [4-(l , l-v^^UX^U) 7 x.~M -5- (4- tf U >W - I , V— Jl^2— f ;U] 

15 7^> (0.50g, 1.62 mmol) ^4->?^^7^y k° l J> ? > (0.05g, 0.39 mmol) CON, N- 
v*3\>U7izh7a F (5 mL) mt^O'MJV (0. 15 g, 1.94 mmol) SrjiJDA 

, 80°CT14^»bfc o K^^JC^HtIc^^- h 'J 7 AtK£££\ #rfflb£«* 

B B H LTti{t:^ft 0.44 g (i» 66%) Srt#fc. 
20 fflL& 292-294°Co 



2 3-165 

N-[4-[4-(l, l-v^JUX^W 7xx;W-5-(4-tf' J y;W-l,3-?77-M-f;i/ 

[4-[4-(l, \-V^)VJ^-)V) 7z-;W-5-(4- tf'J v;i/)-l, 3-^T 4 /— ;i^2-< JU] 
25 75> (0.50g, 1. 62 mnol) £4-^*^75/ bfU (0.06g, 0.49 mmol) CON, N- 
iy^Jl7-\Lh7^ K (5mL) JgfflEH. Ift-J^/'fJW (0. 43 g, 2. 42 mmol) 

e>Si^SLT^jB{t-&% 0.49 g mm 73%) 
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326-328^0 
2 3-168 

N-[4-[4-(l, \-V^)VX-f-)V) 7iz;W-5-(4-t! U >>;u)-i, 3-^7"/— yV2-<;u 

5 [4- [4- ( 1,1 - V * VJL^-) W7X-JW-5- (4- fcf U >U V) - 1 , 3-^7 V —J 1^2— f ; U] 
75> (0.50 g, 1.62mmol)<h4->>^5 1 ;U7ay tf'Jv> (0. 06 g, 0. 49 mmol) ©N,N- 
v^^;U7iz h7S H (5mL) ^tc. Wci/tr a^>^>*JU*H— ^ (0.32 g, 2.42 
mmol) SrflQit. 70°CT14P#r B 1ffi^b7to ^Jfo^^t^^k^ h U £A7k£&^ 

10 -;^t»Slg^LT^{b^ 0.43 g (i{PP 66%) 
309-31 1^ 
###J 2 3-194 

n- [4- (3, 5-^^^;i/ -5- (4- tf >J >M w - i , 3-^7 v-;i/-2--f ;w 7*D tf* 

15 [4- (3, 5-»^;U^a:-;W-5-(4-lf U yJl/)-l,3-f7VHk2-f 75 > 
(0.51 g, 1.8 mmol)£4-^;<3MU7i/ t°D^> (0.06 g, 0.52 mmol) 
JU7-th7a K (20 mL) ^*f&C> fi^^Plft-JI' (0.18 g, 1.96 mmol) £flOx., 

20 LTmmit&yq 0.41 g (IR^ 67%) £t#fc„ 
SiL£ 291-293'Co 



#%#J2 3-195 

N-[4-(3, 5-> ? ^^;U7x-;i/)-5-(4-tf U v^W-l, 3-^7y-;U-2— T ;i/]-2-^^ 
7°D e^">75 K 

25 [4- (3, 5-y^fJl/7x~;W -5- (4- 1° U vVW -1 , 3-^77-^2- f )V\ 7 5 > 

(0.50 g, 1.8 mmoD^-^pWl^^/ tf'Jv ? > (0.06 g, 0.53 mmol) <&N,N-S^*3=- 
;l^7-tlh75F (20mL) mt2-^J\^y°n^-)l (0.20 g, 1.91 mmol) £ 
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wfe&isxwm&m 0.52 g mm 83%) '&wt. 

fit* 270-272°C o 
##F'J 2 3-196 

N- [4- (3, S-i/*^)V7 x — ; W -5- (4- tf U v?; W -1 , 3-^7 — ^1 — 2 — T ;W -2-7 x— 
5 Jl'J-febTSH 

[4- (3, 5-v^^;i/7x— ;w-5-(4-tf u 3-^yy— ;u-2--r jwt^ > 

(0.51 g, 1.8 mmol) £4-^3^1/75/ tf'Jv^ (0.06 g, 0.52 mmol) CON.N-v*;*^ 
JU7izb75 F (15 mL) mi&lz., i&4£2-7 'x— JUT-fe^ (0.32 g, 2.0 mmol) £jbn 

^tttlft^ 0.33 g OK* 46%) &mfz. 0 

Bfe,& 226-229^., 
###J 2 3-197 

N- [4- (3, 5- v?^C^;U7 x - ;w -5- (4- fcf U >U W -1 , 3-^7 V— r ;W ^>X7 
15 ^ H 

[4- (3, 5->?^^Ut7 x— ;W -5- (4- tf >J *J)V)-\, 3-f77- )V-1-^ M 75 > 
(0.51 g, 1.8 mmol) i4-x^^75/tf'J> ? > (0.06 g, 0.52 mmol) ®N,N-^^ 
^7th75F (20 mL) i»t~> mt^^M )l (0.30 g, 2.15 mmol) £in*_, 80 

T^mtk&fa 0. 18 g 26%) 

285-286^0 
#%#"J 2 3-198 

N-[4-(3, 5-y^Wx-JW-5-(4-e'JyJl/)-l,3-^77-)k2- OW y^D^ 
25 >^>iJJ^*f ^ H 

[4- (3, S-iStT-fr? x— )V) -5- (4- tf U -1 , 3-^7 v-;i/-2— r ; W 7 5 > 
(0.51 g, 1.8 mmol) ch4-S>^^;i/7S/t:'Jv>~> (0.07 g, 0.56 mmol) (Dti.N-is*?- 
;U7-feh7=F (10 mL) m&lZ* Wcis*? U^>5>>j3)l#-)V (0.33g. 2.47mmol) 
SJPA. 70 < C-ei4» , 3JWLfe o R^^(3m^7K^ h U ^A7K^a^\ tfrttiU 
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b& B 0 bTti{b^ 0.41 g mm 59%) 

Hfc& 275-278T: o 
##09 2 3-199 

5 N- [4- (3, 5-y^fJb7i^J U) -5- (4- fc° U U) - 1 , 3-^7 V-J I/-2— f J W - =1 ^ > 
7^ H 

[4- (3, 5-y>f;i/7ir.;W-5-(4-tf'J 3-^7^/-;P-2-<;U] 7^ > 

(0.52 g, 1.9 mmol)ch4-> ; ^5 1 ;i/7^y fcTUv 5 > (0. 07 g, 0.56 mmol) ©N,N-^^ 
;U7-feh75H (10 mL) m%LlZ* mt— 33Vf;i4gBg&(0. 51 g, 2.86 mmol) £2JQ 
10 80°C T 1 4B#[h e 1JS#£ L /io S^^K**^^ HJ £A*£S:£\ tfrtHUfcH 

ISIIUTaJSfb^ 0.44 g (iRsg 61%) £#^ 0 
fit^ 267-270^,, 
2 3-2 0 0 

1 5 N- [4- (3, 5- y^fjl'7i ~ ; U) -5- (4- bf U v 5 ; D - 1 , 3-^7 V— ; T < V — 3 
5^>7^ H 

[4- (3, 5->?^^;U7x-;U)-5-(4-tf U v^;W-l, 3-?77-^H)|/]75 > 
(0.51 g, 1.8 mmol) ^-v^Jl/T^ / fcf'J (0.07 g, 0.56 mmol) CDN.N-v^^ 
;U7-feh75H (lOmL) ffifcSZ, MM V—Zi^J -Ol,ifiKffi(0. 48 g, 2.72mmol) * 

nm&VT&mt&ifo 0.22 g mm 32%) 

302-304°C o 
2 3-2 0 1 

25 n- [4- (3, i-v* ^=-;u7 ^ -5- (4- fcf u >*;u) -1 , 3-^7 V-;i^2— r ;u] -n" -x^ 
;u^7U7 

[4-(3, 5->o^;i/7x-;w-5-(4-tf u 3-^7^7-^2— r;u] 75 > 

(0.51 g, 1.8 mmol) <7)N,N->>^5 1 ;U7ii h7^ H (10 mL) jt^Z, -fV~>7>^X^ 

JK0.20g, 2. 8 mmol) &1m?L. s<ycv\mfim&vt£o Km^mz^^m-r h u 
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msn^x^ ;-)Vfrt>mm§k\sTwmk£W) 0.27 g mm 42%) &wl. 

US 202-203°C„ 
###J2 3-2 0 2 

5 N-[4-(3, 5-^*^)17 3L~)V)-5-{4- \L U *J)V>-\, 3-^77-;h2-f;H-N' -7°U 
¥)\<7U7 

[4- (3, 5-S?*?MI/"7xx;W-5-(4- fc?U yJl/)-l,3-^77-;H-f;H 7^ > 
(0.51 g, 1.8 mmoD^N.N-^^^l/T-fehTS H (15 mL) ^StC. -TVv'T^Sr/D 
t°;K0.23g, 2.67 nnol) &tiX\\. 80t:T14B#|l3»H*L;fc. S^^^m^tK^ 

tzo m&Bitt? y—)\/fr^n^Bii<-cmmi\^>m 0.23 g (w 33%) &mrz 0 

St£ 128-130^0 
#%#|2 3-246 
N- [4- (3, 5->^ J-)V7 x - ; W -5- (4- tf U ^ W -1 , 3-5^7 ^-)l-2~i M fcf ^ 
15 7t»;i/#++l-5 H 

[4-0, %-v^)17jl-)V)-$-(\- tf u xjw-i, s-^yr/— ;i^2— r;w > 

(0.50 g, 1.8 mmol) £4-^3^7^/ t°U^> (0.06 g, 0.53 mmol) ©N.N-v**^ 
;UT-fehT^H (5 mL) ^^3, fflt\i'7iS>ti)\s#—)l (0.44 g, 2.7 mmol) 

20 #:^«bfco f#e>*TJt@#£*ifc^L;/y& $£*HU5:. ffl^ll£X^/-;i^<=>ff 
^B B B LTiift^ 0.41 g (W 59%) £f#/io 

269-270t: o 
#%#I2 4 

l-^D ; E-3-X^;U^>-tf> 
25 3-XfJP7^ U >(10. 0 g, 82. 5mmol) <Z>505H9itB&KjgiK<43. 6 g) COtTliit h 
'J^A(6.83g, 99.0 mnK)l)(7)7K^(16.5 mL)Sr30^*H-tTfiSTLvfc. f§£>ft£:JE]fc 

LT^^Md) (12.4 g, 86.6 mmol) <ZM85l^bJC3ji®8g$£(82. 5 mD^LT'oiP 
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= 20:o~r:*nmvT$m4k-£m. 13 gmm 40 %)^mz 0 

5 'H-NMR (CDCI3) 5 : 1.23 (3H, t, J=7.5Hz), 2.63 (2H, q, J= 7. 5 Hz), 7.11-7.20 
(2H, m), 7.28-7.38 (2H, m). 
#%#J 2 5 

##0"J2 4^D, 3-i?ii^7r.'j>©tooi:> 3-a-;*^;ux3MU)Tx'j>£ 

m v ^TTucDmsmitsm 2 5 ufc„ 

10 ##Wfr&#)2 5 : l-^P ; E-3-(l-^^;UX^;W^>ii> 

'H-NMR (CDCI3) 6 : 1.24 (6H, d, J= 7.0 Hz), 2.77-2.99 (1H, m), 7.03-7.16 (2H, 
m), 7.27-7.34 (1H, m), 7.37 (1H, s). 
###J 2 6 
15 3-X^)l^M« 

7)l~3>m-m%T. l-^o^-S-X^JK^XS.l g, 28 mmol)tf)^>^t HD7 
^>7&f&(45 mL)£, -7^/T^>^A>t(0. 74 g, 31 mmol)(D^ h^t Fn^^>^#I 
(5.0 mL) CiTL. ^(£«30#Pe^#^1f7c,, F^-f 7 ^ ^ZKfiMSm 

s\tt>-Wm^)l = 5:l)T*l®bT^jt:-&#33.87 g(W 93 %) £#7c„ 

'H-NMR (CDC1 3 ) 6 : 1.28 (3H, t, J= 7. 5 Hz), 2.73 (2H, q, J=7.5Hz), 7.34-7.50 
(2H, m), 7.92-7.98 (2H, m). 
25 ###J2 7 

##0iJ2 6CT[;. l-yat-S-I^K^ >®ftt»0 C, 1-^0^-3- (1-^^)1/ 
X^JU) ^>if>> l-^D ; E-4-^;^D-3-^5 L ;U^>-fc:>^ffll/iTTE(D#%W^ 

2 7 - 1 R^2 7-2 £^/&Lfc„ 
#%#Hfr&« 7 - 1 : 3-(l-^;i/X5P;U)3rm«? 
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'H-NMR (CDC 1 3 ) <5 : 1.29 (6H, d, J=7.0Hz), 2.98-3.06 (IH, m), 7.38-7.54 (2H, 
m), 7.90-8.02 (2H, m). 

###Hfr&^2 7 - 2 : 4-7;i/tP-3-^fJl^If^ 
5 BJl^C 165-167°Co 
#%^!]2 8 

3-x3^i^>\Ar;i/^py k 

3-X?;i^clti(9. 40g, 62. 6 mmol) ZOXZ-cmtttt— ;K45mL) »o < D*PA, 
#%#iJ2 9 

##^2 8(C2pi;. 3-X^;i^E#^CD^0(C, 3-(l-/fJHfJW$I,fi. 
4-^;^D-3-^^l/^t,#^ 4->£ D^^^E#^^ffl^TTSB(D##Mk-& 
$>2 9 - 1 ~ 2 9 - 3 ££!&Lfc. 
1 5 2 9-1: 3- (l-^.^;i/X^;i/) 'OlAf □ u F 

##Mt;^ti2 9-2 : 4-^;^D-3-^^;^>^-r;^p'J K 

WE^tl2 9 - 3 : 4->^ ->;i^ P U H 

#%#|J3 0 

jKy^^DiJ h\ 3,5-y^Dn^>^MDiJK, 3-xW<>7W;l^P 

u K\ 3-(i-^^;ux^;i/)^>^-Y;^p'J h\ 4--7;M-P-3-^;i^>y-r;u^p 

-6ftffl WT, TIBa>##0»Hfr&#J 30-1-30-7 £-&JdcLfc. 

0 - 1 : N-(3- S U :7;l/^P^WI/^>\AOW 7°p b>W 5 > 

'H-NMR (CDC Is) 8 : 1.42 (3H, d, J= 5.5 Hz), 2.20 (1H, d, J= 3.3 Hz), 2.56-2.67 
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(2H, m), 7.61 (IH, t, J= 7.7 Hz), 7.81 (1H, d, J= 7.7 Hz), 8.21 (1H, d, J= 7.7 
Hz), 8.30 (1H, s). 

##Wfc^#l3 0-2 : N-(3,5-^nD^>y-r;U)-7°Dfc°l/><5> 

5 'H-NMR (CDCIj) 6 : 1.40 (3H, d, J= 5.1 Hz), 2.19 (1H, d, J= 3.3 Hz), 2.57 (IH, 

t, J= 5.5 Hz), 2.57-2.70 (IH, m), 7.54 (IH, t, J= 1.8 Hz), 7.88 (2H, d, J= 1.8 
Hz). 

##0»Mfc£*9 3 0 - 3 : N-(3-X^;U^>^;U) ^otfl/W$> 

10 'H-NMR (CDC 1 3 ) 6 : 1.27 (3H, t, J= 7.5 Hz), 1.40 (3H, d, J= 5.5 Hz), 2.14 (IH, 
d, J= 2.9 Hz), 2.52-2.61 (2H, m), 2.71 (2H, q, J= 7.5 Hz), 7.32-7.41 (2H, m), 
7.81-7.89 (2H, m). 

#%#Mfr&#) 3 0 - 4 : N-[3-(l-^5 L ;i/X^U)^>y-i';Wyph:I/><^> 

15 'H-NMR (CDC1 3 ) 6 : 1.29 (6H, d, J= 7.0 Hz), 1.40 (3H, d, J= 5.9 Hz), 2.14 (IH, 
d, J=3.7Hz), 2.51-2.64 (2H, m), 2.87-3.10 (IH, m), 7.33-7.46 (2H, m), 7.84 (IH, 
dt, J= 7.0, 1.8 Hz), 7.91 (IH, s). 

##W^ti3 0-5 : N-(4--7;^n-3-^5 L ;u^>y<;i/)7°nhri/>'i'S> 

20 'H-NMR (CDC 1 3 ) 6 : 1.39 (3H, d, J= 5.4 Hz), 2.14 (IH, d, J= 3.4 Hz), 2.33 (s, 
3H), 2.51-2.61 (2H, m), 7.06 (IH, t, J=8.8Hz), 7.81-7.90 (2H, m). 
#%WtS^ 3 0-6 : N- (4- p ^ )l) 7°D M V >-f ^ > 

'H-NMR (CDC1 3 ) 6 : 1.22-1.54 (7H, m), 1.67-1.89 (6H, m), 2.12 (IH, d, J=3.2Hz), 
25 2.52-2.60 (3H, m), 7.28 (2H, d, J- 8.3 Hz), 7.95 (2H, d, J= 8.3 Hz). 
#%#!Ht£#!3 0 - 7 : N-(3-^;U^-D^>vV;W y"U t: 1/W ^ > 

'H-NMR (CDC 1 3 ) <5 : 1.40 (3H, d, J= 5.5 Hz), 2.16 (IH, d, J= 3.3 Hz), 2.52-2.68 
(2H, m), 7.25 (IH, ddd, J= 8.4, 2.6, 1.1 Hz), 7.43 (IH, ddd, J= 8.1, 7.7, 5.5 
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Hz), 7.69 (1H, ddd, J = 8. 1, 2.6, 1.5 Hz), 7.81 (1H, ddd, J= 7.7, 1.5, 1.1 Hz). 
###!J3 1 

mmmi e\zmc. ^-a-zuu^y^^ M-zfuMvy-t ^xd^d^n-cs-hj 

y)^o^9-)U^y^M )V) 7°n t? l/>-f 5 X n-(3, d a^yV-tJl) ~fu t?U 
5 N-(3-X^K>V'<;W 7°D = >, N-[3-0-^;ux^;i/)^>V 

-rju]yDtiu>-r^>, N-(4-7;i/^-P-3-^5 1 ;i/^>y'f ;wynti o i/><^>, n- 
(4— >^ □^xu^x.Af ;w tf u w x N-(3-^;u^-D^>y-r;i/) :/n e 
ix>-r a >^ j en^n^^^T, Tttt^mit&w 31-1-31-7 &^j&Lfzo 

#%MM3 1-1 : 2-(4-t:U vVW-l-(3- h 'J 7MD/^l'7x-Jl/)l^y > 

'H-NMR (CDCI3) <5 : 4.33 (2H, s), 7.21 (2H, d, J= 6.0 Hz), 7.65 (1H, dd, J= 8.4, 
7.7 Hz), 7.87 (1H, d, J= 7.7 Hz), 8.18 (1H, d, J= 8.4 Hz), 8.26 (1H, s), 8.59 
(2H, d, J= 6. 0 Hz) . 

###tf b-&^ 3 1-2 : 1 - (3, 5->>^ any xx;U) -2- (4- 1: U V) V) x^ y y 
15 163-164'C 

###!Hb-&#>3 1-3 : l-(3-X^;i/^x-;W-2-(4-b: l J^>'l/)X^y > 
102-103*Co 

&%mik£ffl0 3 1-4 : l-[3-(l-^^UX5 L ;W7xx;i/]-2-(4-t°U^;i/)X^y> 

m& 5o-52t:o 

20 ##Wb^3 1 - 5 : l-(4-7;i/*n-3-^^;U7x— ;U)-2-(4-tf« JyJWx^y > 
Sfc^t 86-88"C. 

#%Wb^3 1-6 : i-(4->^D^\+->;^a:x;i/)-2-(4-t 0 u> ; ;i')x^y > 

'H-NMR (CDC1 3 ) (5 : 1.32-1.52 (5H, m), 1.77-1.89 (5H, m), 2.58 (1H, m), 4.26 (2H, 
25 s), 7.20 (2H, d, J= 6.3 Hz), 7.32 (2H, d, J- 8.4 Hz), 7.93 (2H, d, J= 8.4 Hz), 
8.56 (2H, d, J- 6.3 Hz). 

^-mt^3 1-7 : i-(3--7;i/^-D^xx;i/)-2-(4-tfu> ! ;i/)x^y y 

'H-NMR (CDC 1 3 ) 6 : 4. 28 (2H, s), 7.20 (2H, d, J= 6.2 Hz), 7.33 (1H, ddd, J= 8. 1, 
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2.6, 1.1 Hz), 7.49 (1H, ddd, J=8. 1, 7.7, 5. 5 Hz), 7.68 (IH, ddd, J= 9.5, 2.6, 
1.5 Hz), 7.79 (1H, ddd, J= 7. 7, 1.5, 1.1 Hz), 8.58 (2H, d, J= 6.2 Hz). 
##0*13 2 

#%#J 1 7 izmC 7-\Z-3*)><Dft£>Knzi,A-))rf-i/>. r - □ U if>&m^T 
5 . T3E©##0»Kfc£#> 32-1-32-4 

##0Wfc-&«Bj3 2 - 1 : l-(3-^5 L ;U7a:^W-2-(2-^5 : -^-4-t 0, J>?;i/)X^y > 
gl£ 56-57^0 

#t^K^3 2-2 : l-(3,5->>^^;i/7i-;W-2-(2-^^U-4-tfU> ? ;Wx^y 
> 

'H-NMR (CDC 1 3 ) 5 : 2.38 (6H, s), 2.54 (3H, s), 4.21 (2H, s), 6.98-7.10 (1H, m), 
7.01 (1H, m), 7.06 (1H, s), 7.23 (1H, s), 7.60 (2H, s), 8.42-8.45 (IH, m). 
##0Wb£#j3 2-3 : 2-(2, 6-y/^;H- t°U y;W - l-(3-/5 1 ;i/7xr;i/) / 
> 

15 fit* 46-48°C 0 

##»t!3 2 - 4 : l-(3, 5-^^?;i/7inJW-2-(2, 6-^pWU-4-tf U y»X 

135-136t: o 
#%#J3 3 

20 2-(2-tert->'>^>-^j^-;UT^/-4-t:°U> ? ;i/)-l-(4-y h+y7xZJWl^ 
y > 

2-terl-y'> + ->i3;U^-;U7'=y-4-y^;Hf' Jv>>(20 g, 97 mmol)0D&7K^h^ 
t KP*7 7>(300 mL)M^-78rtC^JHL. 2&^*gif;tofr*£>l. 6 M n-^Jl/'J^A 
^*V->mmU0 mL, 0.23 moDSrflSTbfeo 7iTF^Tt«^T30#P^#^if/t^ 
25 . -78t:(C?^lLfc. N-(4-pt h^^>W;W^DeU>-r^ >(25 g, 0. 13 mo 1)0) 
^7Kt- H7tHo77>(50it) '^SrSTFbfe. ^mT^^T2Ptr^#^iffc 
- Ki^^KKCTKdOO mDRWV^Pbf^X— r-;K300 mD^UX. &*>tlfc.m& 

&m<t-&M3 g 69 x) &mfz a 
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Hl£ 187-1 90 c C e 
##fiJ3 4 

###'J 3 3 izmC. N-(4-j* h+X^>VV )V) -y°U fcf UXf = XDfSfrO KN-(3-> 

3\H^>iAr;i/) euxf ^ x n-(3, ^--j^)V^>^M M y°a tf I'M s 

5 ^-n^nffl I vr, T!E©##0»Wfc£& 3 4-1 RU^' 34-2 Sr&^c Lfc. 

3 4 - 1 : 2-(2-tert-7>+->^;Ufc;U75 y-4-tf'J vJW-l-(3-* 

g$£ 144-1 46°C 0 

3 4 - 2 : 2-(2-tert-^h^v^;U#-;i/T^/-4-tf'J^;W-l-(3,5- 
10 y^^7i-JWX^/> 
fit* 133-136t: o 
###iJ3 5 
2-7;p3**D-4-^^JI/tf U V> 

jr~7 ^"r4 : y~!r)V ^$Xh'J- (Journal of Med 
15 icinal Chemistry), 3 3#, 1 6 6 7-1 6 7 51, 1 9 9 0^ 

82-86T: (10kPa) o 
###J 3 6 

2- (2-7;M-n-4- 1? U V)V)-\-{z-^)Vy ^.x;i/) x^ y > 

20 7;i/P>f?fflMT, v-fVyPtf;U75>(44 mL, 0.31 mo 1 ) CD*£7K^ h ^ fc h*D7 
7X300 mO^^^^lC^U j&>#fgif&#£l. 6 M n-^;UU^A^+r> 
jg?£(190 mL, 0.31 mol) £fiTFLfc. fiST *IT^1 O^KA^^if . £^T2-7;i~hP 
-4-^5 L ;i/t° l J> ; >(34.5 g, 0.31 mo 1 ) cd&etK^ h ^ b KP 7^X30 mL)^^rJ!jPA 
fc. K^^£-10rT305M^#^iffc. SJCt«^-78 t CtC^LN-(3-y^;i/^ 

25 >»/<;i/)^DtfUW^X52 g, 0.30 mol)©*H*xN7t Kp^7>(30 bL)^ 
*»STl>fc. ^6l7^ffiT2ll#P»#Slf£:. SJ^^£7K(100mL)£j!ra;^ Bf 

;i/X-7";u^e>^ B B H -r^>-<h(3cfc0^fr:^35 g(W 52 
Hfc^C 66-67°C 0 
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###<J3 7 

###J3 6tC2pi;, N-(3-^^U^>V'-1';U)yat 0 l/>-r5>(7)^(3(ZN-(3-^ h 
^>^>W )V) -fu tf 1/ W S >£fflt,vt\ TIB(D#%Mb-&#) 3 7 £-&fi£Lfc 0 
WH^tl3 7 : 2-(2-7;i/^P-4-t:Ui/;W-I-(3-^ h+'>^oiZi;Wx^y > 
5 ffttK^J 

'H-NMR (CDC 1 3 ) 6 : 3.86 (3H, s), 4.31 (2H, s), 6.86 (1H, s), 7.03-7.19 (2H, m), 
7.31-7.59 (3H, m), 8.18 (1H, d, J= 5.6 Hz). 
#%#!!3 8 

10 u;k 3-^;k^>V~- MJ;k 4-*^;k^>i/- Hj;k 2-^dp^>7-MJJI/ 
, 3-^pp^>\7~ HJjk ^DP^^y-hU^k 3-pt h^>^> 4 /- MJ;k 
4->< h^>-^>y- h u;k 2--7;ktP^>v~ h u;k 3-y)U^rn^>^- b 
> 4-7;k^-p^>y- Hj;k 4-- hD^>y- hu;k tf^p-p-hu;k 3-^ 
r^>#;ufc;i/^>y- h u jk 4-p< h^->#;kt;-;k^>y- h u;k y^p— 

15 hu;k -rv^p-hu;k nupzhUJk ^-t^-bi^k ;uyn 
tf 3- - h u j k 4- ^ ac - ; p — h u ; i^n^nm ^t, Tmo^MittrVo 3 

8-1-38-21 ^^cL^Co 

##Mb^3 8 - 1 : 2-^^;K^^>XT^ HO 

20 'H-NMR (CDCI3) 6 : 2.37 (3H, s), 6.88 (1H, br s), 7.06-7.23 (3H, m), 7.24-7.31 
(1H, m), 7.88 (1H, br s). 

##Wb^tl3 8 - 2 : 3-^3MK^t^>X75 F) 
88-89^0 

##Mb^3 8 - 3 : 4-^^;K^^>XT^ K) 
25 Rt£ 172-174^0 

#%Wb^tl3 8 - 4 : 2->7DoW>X7$ H 
3b£ 58-59^0 

##Mb^i3 8 - 5 : 3-^DDW>X75 H 
MfcS 114-1 15*0. 
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###Mb&#)3 8 - 6 : 4-^ddW>X75 H 

bjl& 130-1 3 rc„ 

#%0!Hfr&#J3 8-7 : 3-* h+yW>X75 H 

5 'H-NMR (CDC1 3 ) 5 : 3. 86 (3H, s), 7.02-7.08 (1H, m), 7.31-7.36 (3H, m), 7.46- 
7.49 (1H, m), 7.76 (1H, br s). 
##W^tl3 8-8 : 4-j* h^yW>X75 H 
14* 148-149°C„ 

##M^tl3 8-9 : 2-7^tDW>X75 H 
10 113-1 14^3. 

##Mb^-#j3 8-10: 3-7J^PW>X75 K 
151-152°Co 

##0WfrS#J3 8-11: 4-7;i/^-D^7T^>XT^ F 
Bfc& 156-157^0 
1 5 3 8-12 : 4-- h dW>X7 5 H 

Bt* 15 9- 160^0 

##Wb^i3 8-13 : ^t°^o-;UT^ K 
i&& 188-189^= 

#tMb^#33 8- 1 4 : 3-* h+->*;i/zH— Jl^^>XT5 H 
20 140-141 o Co 

##Mt^3 8-15: 4-^ h^y*J^-J^^>X75 K 
Bt* 191-192°Co 

#%Mfr&^3 8-16: K 

25 'H-NMR (CDC 1 3) 6 : 0.99 (3H, t, J= 7.6 Hz), 1. 72-1.93 (2H, m), 2.64 (2H, t, J= 
7.6 Hz), 7.02 (1H, br s), 7.77 (IH, br s). 
##0Wfr&#j3 8-17: V^JUTH H 

'H-NMR (CDCI3) 6 : 1.28 (6H, d, J= 5. 8 Hz), 2.79-2.96 (1H, m), 6.99 (1H, br s), 
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7.71 (1H, br s). 

##0Wfc^«5 3 8-18: ttnU)lT^ K 

'H-NMR (CDC 1 3 ) 6 : 0.94 (3H, t, J= 7.3 Hz), 1.31-1.49 (2H, m), 1.68-1.83 (2H, 
5 m), 2.67 (2H, I, J= 7.7 Hz), 6.92 (1H, br s), 7.73 (1H, br s). 
^mmit^fy) 3 8-19: AW>ft75 K 

'H-NMR (CDCl 3 ) 6 : 0. 90 (3H, t, J= 6.9 Hz), 1.22-1.45 (4H, m), 1.70-1.84 (2H, 
m), 2.66 (2H, t, J= 7.5 Hz), 7.05 (1H, br s), 7.91 (1H, br s). 
10 m%m\Y&mZ 8-20: 3-7iZjl/ (tt7°a t°t>75 K) 
M£L 83-84°C 0 

##Mfc£« 8-21: 4-7x.-)l {ttZf=?)V7^ H) 
HL& 60-6 It^ 
#%#J3 9 

15 ###!]6{z2pt;, l-(4-y. h=*risyx.-)U)-2-ti-\ii)i?)l)JL?/>(Dftt)KUZ. 
2- (4- tT U -1- (3- h U 7J^D^?Jl/7x-Jl/) J X 1- (3, 5->?^ DP7i 

- ; w -2- (4- 1: u w x^ y x 1 - (3-xf^7izjw -2- (4- 1° u >?;w x^ y >. 
1 - [3- (i-^jijl^-ji) 7 xx;^ -2- (4- tf u x^ y x 1- (4-^;u^-p-3-y 
7 x x; w -2- (4- hf U J U) x^ y x 1 - (4- >- ^7 □ ^ ~>; u 7 x x; w -2- (4- 1: U V) 
20 x^yx i-(3-^;i/^-D7xx;i/)-2-(4-t°u vJWx^y >, 2-(2-^;i/^-D-4-t°u 

yJW-I^S-^WxZJWx^yX 2-(2-7;U^P-4-tfU> ? ;W-l-(3-^ h*X7 
i-JWl^y>, l-(3-/^l/7xZJW-2-(2-^^H- t°U yJW X l-(3, 5- 

> ? y^;U7xx;u)-2-(2-y5 1 ;i-4-h 0 u yvwx^y x 2- (2, 6-~x>wu-4-t: u 
)-]-(3-/fji'7ixjWx^y>, i-(3,5-^y^;i/7xx;w-2-(2,6-^y^;w-4-t° 
25 u x» w x.9 y >^n^nm 1 TiE^##^b^ 39-1-39-13 

&%Mik&fa3 9-1 :2-yp ; t-2-(4-hru> J ;u)-i-(3-hu-7;u^-Dy5 1 ;u-7xx;u 
)x*y>ftffrK3&£iS 
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##Wb-&#J3 9-2 : 2-7*P ; E-l-(3,5-^^aD7x-;U)-2-(4-tf l J^;Wx^y 
m& 253-254*0 

##Wb^ 3 9-3: 2-7*Dt-l-(3-XfJb7xZJW-2-(4-t:U i?)V) X^ J 

5 vo\mm& 

m& 146-148^,, 

#%#Hb&« 9-4 : 2-7*D ; E-l-[3-(l-^f;H5 1 Jl/)7x- ;i/]-2-(4-fc° D 
Ht& 143-144t:o 

10 ##Wb^3 9 - 5 : 2-7*D ; E-]-(4-7J^D-3-^3 : Jl/7xz;i/)-2-(4-t:U 
m& 21 1-21 4°Co 

#%Wfr&#l3 9-6 : 2-^'P ; E-l-(4->'/7D^\+v;U^xx;W-2-(4-t°U^>'WX 

15 fit* 189-19IT: o 

##Mfr&#)3 9-7 : 2-y r D^E-l-(3-^;^P7aix;i/)-2-(4-trU> ? ;Wx^y > 

ftt& 191-194 < C„ 

##Wt^t)3 9-8 :2-^P^-2-(2-y;U*n-4-h:°U> ? ;i/)-l-(3-^^-;L'^x-;W 

20 x^y>^fb7]c^^ 

##Mffr&« 9 - 9 : 2-^P^E-2-(2-^;U^-P-4-t:U^;U)-l-(3-^ h^:7x— 
25 #%#Hfc^53 9-10: 2-7*n^-l-(3-^5 1 ^7xZJW-2-(2-^^JH-t: 'J ^VU) 

x^y>m^7K«i^ 

144-146*0. 

#%#Hfc-&« 9-11: 2-7*P ; E-l-(3,5-^^^;U7xXJW-2-(2-^^;U-4-tfiJ 

>?;w x^ y ym&mmm. 
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#%MM3 9-12: 2-^D^-2-(2, U >>;i/)-l-(3-y 

5 ###iMfc^#J3 9-13: 2-yp^E-l-(3, 5-^^;i/^ai-;W-2-(2 ) 6-v^^;i^4- 

tf u >>; w x^ y >mfc7K«^ 

Bfc& 208-2 12"C„ 
###"J4 0 

2-yD^e-2-(2-tert-^>+>'^;i/fc;i/T5y-4-t°U> ? ;W-l-(4-y h^^^jc 

io - ; i/) y > jy t7K«i& 

2- (2- 1 er t -7~b ^ 5 J -4- tf D V) h + y7x-Jl/)I^ 
y>(0.36g, 1.1 mmol)COM(5 mL) ^(3^(0. 058 mL, 1.1 mmol) £flP*., ^ 

#LT. 3tH{b£r4£l 0.44 gOK* 82«)^#7Co 

is imvm^ 

'H-NMR (CDC 1 3 ) 6 : 1.55 (6H, s), 3.92 (3H, s), 6.35 (1H, s), 6.99-7.03 (2H, m), 
7.66 (1H, dd, J=6.6, 1.8 Hz), 8.02-8.07 (2H, m), 8.20 (1H, d, J=6.6Hz), 8.70 
(2H, d, J= 1.8 Hz), 11.02 (1H, br s). 
###"J4 1 

20 WJ4 0CTC 2-(2-tert-^>^->*;^x;i/7ay-4-t°u>>vw-i-(4-y s 

+y7iZJ|/)X^y >(D\\M\z. 2-(2-tert-^ l-+i>^;^x;i/T^y-4-t 0 Ux 
JI/)-l-(3-/fJI/7i-JWx^7 >RZS2- (2- 1 e r t - "7> 3=- ; l^x; U7 5 / -4- L° 

•J >w) -l - (3, 5- is* fJ^7I-i^) x^ y >&*ivetm i >t» TfH©#%0Wt&&i 

4 1-1 S.t^'4 1-2 £-&/&L7Co 
25 ##Mb^tl4 1 - 1 : 2-^D^E-2-(2-tert--7>^v^;^x;UT^y-4-t:U 

)-i-(3-y ?jI'7ixjw x^ y >jyfc*5fsisffi 

##Wk^#J4 1 - 2 : 2->'*D ; E-2-(2-tert->'>^>'^;^x;i/T$y-4-ti U^U 
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#%#J4 2 

X^;i/ <Vfty7th^K-h(8.1 g. 62 mmol) tf>7-fe h>(30 mUM^l- 

o 

Ht£ 134-1 35*0. 
##0»J4 3 

x^;u (4-7a:-;i^i-t°^^>>— JU)^;i/#^<;u^;u/^-h(i3 g, 44 

mmol) £it^ (44 mLMObnA., ^^^80 o CTf2B#»#^if/t o KJt£3S^l£8N-7K 

mmittiW 6. 1 g(» 63%) £#7c 0 
15 gt* 178-179^., 
##F"J4 4 

3 2-^4 2 {^|B«cCD##Wb'&#) 44-1^44-1 29^ 8 
~1 2, #%0iJ4 4- 1, mm 6 1 - 1 0 5 8 0 -St£t#£RtfU S P 4, 6 12, 
3 2 1 iCl3IK<7)^t3«Pi;T-&^Ufe. 
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44-49 


Me 




Me 




44-50 


Me 


o- 


Me 


86-87 


44-51 


— 0~ Me 


•O- 


Me 

to- 


137-138 


44-52 


-NH 2 






332-333 


44-53 


OMe 
-NHCONH-^^ 


o- 


Me 


193-194 


44-54 


-NHCONH-^~^-OMe 




Me 


164-166 


44-55 


-NHCONH-^^ 




Me 

to- 


197-199 
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I ->- R a 



X 







Rc 


/ r 


r 

-NHCONH-^"^ 


O- 


Or- 


190-192 


-NHCONH-^~^-F 




Me 


192-194 


'-O 




MeO-^ y — 


133-134 


\ / 




\=/ 


153-154 


-NHCONH-^~^N0 2 




Me 


158-163 


-NHCONH-^^-NMe 2 




Me . 


168-170 


C0 2 Et 
-NHCONH-^"^ 




Me 


212-215 


-NHCONH-^~^C0 2 Et 




Me 

\=/ 


203-205 


CI 




Me 

Me 




-O ci 




Me 
Me 


152-153 


CI 

-fc> 




Me 

0- 

Me 


123-124 






Me 

0- 


142-144 



44-56 

44-57 

44-58 
44-59 

44-60 
44-61 
44-62 
44-63 

44-64 
44-65 
44-66 
44-67 



Me 
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C^3 9] 



jr ^r 3 



/ °C 



44-90 


— (\ VcO^Me 




MeO 


44-91 


-<Q~C0 2 H 


•o- 


MeO 


44-92 


COoH 




Me 

o 


44-93 


— ^~^-C0 2 Me 


•O- 


Me 
Me 


44-94 


COpMe 




Me 
Me 


44-95 


-H^j>-C0 2 H 


fi — v\> 

O- 


Me 

p- 

Me 


44-96 






Me 
Me 


44-97 


— ^~^-SOMe 




MeCH 2 


44-98 


-NHCO^^-C0 2 Me 


o- 


MeCH 2 

o- 


44-99 


-NHCO-^^C0 2 H 


O- 


MeCH 2 


44-100 


-NH 2 


•O- 


Me 2 CH 


44-101 


-NHCOH^^-CN 




. Me 



130-131 



296-297 



251-252 



165-166 



129-130 



349-350 



269-270 



126-127 



290-291 



324-326 



197-198 



269-270 
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®4 0] 



R 



».& / °c 



Me 



44-1.02 


-NHCOH^^-CN 


«3- 


Me 


44-103 


— W VcOoMe 




Me 


44-104 




IsTV- 


Me 


44-105 


-NH 2 




Me 


44-106 • 

44-107 

44-108 


-NHCONH-C^ 
-NHCONH-^^ 
— ^~~^-CQ 2 Me 


o- 


Me 
MeCH 2 

o- 

MeCH 2 

\=/ 


44-109 


-NHCONH-C^ 




MeO 


44-110 


~0^ c ° 2H 




MeO 


44-111 


— <Q>"C0 2 Me 




Me 2 CH 


44-112 
44-113 


-0" C ° 2H 
-NHCONH-^^ 


o- 


Me 2 CH 
Me 2 CH 


44-1 14 


-NHCO-^^-C0 2 Me 


■o- 


Me 2 CH 



315-316 



189-190 



325-328 



249-251 



187-189 



169-171 



122-124 



250-252 



295-296 



137-139 



272-274 



170-173 



299-300 
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m4 1} 



I '>~ R a 







R c 


-NHCO-^~^-CQ 2 H 




Me 2 CH 


H 

-NHCO-<Q-K^ 


O- 


Mo 


. H 

-NHCO-C = V-< X |j 

v y N 


•o- 


Me 
Me 






Me 

) — v 

o- 






Me 
Me 


-CH 2 Me 




CI 

\=/ 


-CH 2 Me 






-CH 2 Me 


O- 




-o 


o- 


Me 

Me 






Me 
Me 


— ^^-CONH 2 


O- 


Me 



44-116 



44-118 — N 



44-120 

44-121 
44-122 

44-123 



44-124 -CH 



44-125 



385-387 
281-285 

287-290 

120-121 

147-148 

87-88 

90-91 
83-84 

118-120 
266-267 
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R byS 

J ->-R a 














»,« / TC 


44-126 


H 


O- 


Me 


267-270 


44-127 


-^0" oh 


O- 


Me 


248-249 


44-128 




O-' 


Me 


127-129 


44-129 


-n' N-Me 


o- 


Me 


154-155 
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#%^J4 4-1 

4- x - )V) -2-7x-;k5- (4- 1° U -1. Z~^TV-)V 
. 2-7'n : E-i-(4-7J^D7xz ;i/)-2-(4-tfUf/;u)x^y >H^7KS^(1. 6 g, 
4. 1 mmol) t^^>XT5 F(0. 57 g. 4. 2 mmol)<AN, N-v^^M^UATS H(5 mL) 

eff^bTafi^^o. 27 gwm 19 
its 135-1 37*00 

10 . (^4 3) 







4 4-4 9- 


H-NMR (CDC1 3 ) 0 : 2.34 (3H, s), 2.70 (3H, S), 
7.14-7.38 (8H, m) , 7.46 (1H, s), 7.81 (1H, ddd , J= 
6.6, 1.8, 1.1 Hz), 8.56 (2H, d, J= 6.0 Hz). 


4 4-74 


'H-NMR ( CDC1 3 ) 5 : 2.04-2.26 (8H, m), 2.79 (2H, t , 
J= 7.5 Hz). 3.08 (2H, t , J= 7 . 6 Hz), 6.97 ( 1H , s), 
7.08 (2H, s), .7.17-7.35 (7H. m), 8.50 (2H, dd , J = 
4.6. 1.8 Hz) . 


4 4-75 


X H-NMR ( CDC1 3 ) 5 : 2.27 ( 6H , s), 3.13-3.23 (2H, m) , 
3.31-3.41 (2H, m) , 6.98 ( 1H , s), 7.08 (2H, s), 7.19 
(2H, dd, J= 4.5, 1.7 Hz), 7.24-7.37 (5H, m) , 8.50 
(2H, dd, J= 4.5, 1.7 Hz) . 


4 4-76 


'H-NMR (CDClj) '6 : 0.98 (3H, t, J= 7.3 Hz). 1.43- 
1.55 (2H, m), 1.76-1.88 (2H, m) , 2.26 (6H, m), 3.05 
(2H, t, J= 7.7 Hz), 6.97 (1H, s), 7.08 (2H, S), 7.21 
(2H, dd, J= 4.6, 1.8 Hz), 8.50 (2H, dd , J= 4.6, 1.8 
Hz ) . 


4 4-77 


X H-NMR (CDC1 3 ) 6 : 0.90-0.97 (3H, m ) , 1.38-1.49 ( 4H . 
m). 1.78-1.89 (2H. m), 2.26 (6H, s), 3.04 (2H. t, 
J= 7.9 Hz), 6.97 (1H, s), 7.08 (2H, s), 7.21 (2H, 
dd, J= 4.5, 1.8 Hz), 8.50 (2H, dd , J= 4.5, 1.8 Hz). 


4 4-124 


L H-NMR (CDC1 3 ) 6 : 2.27 ( 6H , s),_4.38 (2H, s), 6.99 
(1H, S) . 7.10 (2H, s), 7.16 (2H. dd . J= 4 . 9 , 1 . 6 Hz ) , 
7.34-7.41 (5H, m), 8.47 (2H, dd , J=4.9, 1.6 Hz). 
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#%0H 5 

##W^#I4 5 : ^trADTS K 
5 St£ 117-119°Co 
#%#)4 6 

4 \Z%ffifly$%mt&fa4 6-1-46-5 ###J8 ~ 12, #% 
#14 4-1. 4#HJB86 1-1 0 5 8 0 *t£g£R£AJ S P 4, 612, 321 tC|2t£® 



10 [14 4] 



RTN 



^mmit-sm R a Rb r c ^ / °c 

Me 

46-1 -CH 2 Me f t3~ W* - 100-101 

Me 



Me 



46-2 -CMe 3 N v=/ \=/ 140-142 

Me 

46-3 — (^-S0 2 Me O^O - W~~ 196-197 

46-4 -NHCONHOMe 235-236 

46-5 -NHCONHO-^^ ^O* - 168-169 

/"NH y-^ 

46-6 . -NH 2 Q f\3— F ~W~~ 380-381 

_ N a-NH Me_ 

46-7 -NHCOO Q Q_ 220-222 
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m 

(1) ##WM2 3-3 13 lO.Omg 

(2) ?L«I 6 0.0mg 

(3) 3->7^— 9 3 5.0mg 
5 (4)ify9> 3.0mg 

(5)Xf7'J>i-?^y^A 2.0mg 

m^Mik£:V02 3-3 1 3 1 0. 0mg<h?Uf6 0. 0mgBiZfzi — >7>j?—9 3 5 
. 0mg©ig^fc£l 0%-ti^^>7K^0. 0 3ml (-tr^><hLT3. Omg) 

-So 

15 23-313 10. Omg 

(2) ?US 7 0. Omg 

(3) 3— >7^—^ 5 0. Omg 

(4) »jm&9>7°> 7 . 0 mg 

(5) 7.t-7 , J>^^v^A 3. Omg 

20 ##Wb^J2 3-3 13 10. 0mg<hX^7U >i7^>")A3. 0mg£pJ 
:x>7>e&*i§iK0. 0 7ml (»imVk9>7°>£VT7 . Omg) TMItbfc^ 
<U M7 0. OmgRto — >X^— ^5 0. 0m£MtrTZ> o 2I£4&£JESe 

mmm 3 

25 (l)##0Wfc& j fe2 3-3 1 3 5. Omg 

(2) ^ 2 0. Omg 

(3) MS* ^a2mlit-^> 
mmmit^2 3-3 1 3 5. 0mgRtfftig2 0. 0mg£Sg®7KK:iSfi?;*-t!\ 7k 
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mm 4 



(l)###Mfc-&#)2 3-3 3 1 



1 0. Omg 



a) mm 



6 0. Omg 



(3) Zi->X2— 3- 



3 5. Omg 



(4)iz^5P> 



3. Omg 



2. Omg 



##Mfb-&«Kl2 3-3 3 1 1 0. 0mg<t¥US?6 0. 0mgSU-3->X^— 5^3 5 
- Omg^rg^Srl 0%if^^>7K^0. 0 3ml (iz^^><h UT 3 . Omg) 

T#btl-5^fe^:X^TU>^^-> r >A2. Omgt^U ffilgfS. ?#e>tV5 

—3-4 >t?-rz> 0 u~3-4 y^tm^ntc^m^^vu^m^Lxzi- 

•5>o 

1 5 H»J 5 

(1) ##Mk^2 3-3 3 l 10. Omg 

(2) ¥UH 7 0. Omg 

(3) 3->X^-?- 5 0. Omg 

(4) pjjgtt^ > 7 . 0 mg 
20 (5)7f7U>l|-7^y->A 3. Omg 

###!Hb£-#)2 3 - 3 3 1 1 0. OmgtX^-T'J >K7^y^3. 0mg£pj 
^14^>:/>©7KJga£0. 0 7ml ("6T^I4-T r >^>tLT7. Omg) T^lfrftLfcft 
. $£&U KI70. Omg^tXzi->X^— 3-5 0. Omg<i:ig£"f £. iS^^fflfig 

25 ^l»J6 

(D#^Wt:-&#l2 3-3 3 1 5. Omg 

(2) &i£ 2 0. Omg 

(3) ^fg/K :£§2ml£-f& 

2 3-3 3 1 5.0 mgRCJt^lfi 20.0 mg£^7KH/£fi?£-t±\ tK 
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mmm 1 

l^TizmmcDmi^^mt, tfm (Maniatisb, • £m— ~>£\ 

5 ColdSpring Harbor Laboratory, 1989^) {'eEic$nTli-2)^£X«I^©^#7 0 D 

(1) k hp 3 8MAP^±— -Bae?©^n-->^tJSiftA/N*+j.DC7-f;^(Z> 

t hp 3 8MAP+t- &&Brf-<D2n—->£fte. SHScDNA G&i¥JfeS 
10 ,QUICK-Clone cDNA)£: fclSItU Han£<D$g£ (Science 265 (5173), 808-811 (1994) 
) (Dp 3 8 MAP*:*— -rzjt{5^0^»^J^##^MLfe7°^-r-7— feiy h P 3 
8-U : 5'— ACC ACTCGAGATGGACTAC AAGGAC G ACGATG 
AC AAGTCTC AGGAGAGGC CC ACGTTCTAC C— 3' tgS&f&^l 
] MPAG-L : 5'-ACCCGGTACCACCAGGTGCTCAGGACT 
15 CCATCTCT-3' (1B?>J##2] &mWzP CRmz&vn^fco 

PCRKJfcteAmp 1 iWax PCR Gem 1 0 0 (SSii) Srffl^fcHo t S 
tartMofco Ti»LT, lOxLA PCR Buffer 2wL 
, 2. 5mM dNTPii3yL, 12. 5 jaM^^f "?HgFifc£r2. 5//L>ft£ 
WM'gykl 0 wL^Lfc, liSKttm »LTthL«cDNA (1 
20 ng/mL) ^UL, 1 0 xLA PCR Buffer 3^L> 2. 5mM d 
NTP^il itL, TaKaRa LATaq DNA po 1 yme rase (^S 
it) 0 . 5/iL, ftc^&@?K 2 4. 5 u L Lfc. LfcTSiSffltlC Am p 1 
iWax PCR Gem 100 G£igji) £lf@»lU 7 0*C T5m tK^T? 

25 y^it-^;i/it<^^- (/\°-*>x;^-a) (c-tu/hurd^. 9 5 < CT2ftf B 1#i 

3SUfc„ UK. 9 5tt"15m 6 8*CT.2^H©1f-r^;i/S: 3 5HM»0iiLfc 
^ 7 2 t C-C8^»SLfco Hbtl/cP CR»7^0-xy> (1%) 
lb U p 3 8 MAP *7— - tSfi^&'a tP 1 . 1 k b(DDN AWitfr&WVfr £> IhMX L 
7^ pT7Blue-T vector (^gjg) fcjf AT^CchfCcfc 077X5 
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KpHP3 8£fe$8Lfc. 

777.^HpFASTBACl (CIBCOBRL) (D4. 8kb Xhol-K 
pn lWxK£±$?.y°7X^ FpHP3 8©1. lkb Xho I -KpniMI 
££U y7X$KpFBHP3 8^fIUc. 
5 77X5HpFBHP3 8M'BAC-TO-BAC Baculovirus 
Expression System (G I BCOBRL) ^m^xm^X/^a-U 
0-1 frXW^f hy^BAC-HP 38^ilUco 

(2) t hMKK3il^(7)^P-->^<hia^A/^rLD^7-r;UX(D^ 
h hMKK3il^C7)i7D-->^« > ^IcDNA (JjC^fi, QUI CK-C lone cDNA) 
10 £t^£:U Derijard, B. <=><£>$g^ (Science 267 (5198), 682-685 (1995)) (DMK 

Ksmi^To^mMnm^m^^mvr^-y^'^—^yh mkk-u: 5'-acaa 

GAATTC ATAAC ATATGGCTC ATC ATC ATC ATC ATC ATT 
CCAAGCCACCCGCACCCAA-3' CSB^J#^3] MKK- L : 5' 

-TC CCGTCTAGACTATG AGTCTTCTC C C AGGAT — 3' (@B?"J 

15 #^4) ^ffl^PCRtetC^OrrofCo 

PCRMAmpl iWax PCR Gem 1 0 0 GSSii) ^ffl^fcHo t S 
t a r t*£-etTofc„ TS^tLT. IOxLA PCR Buffer 2/zL, 
2. 5mM dNTP^3/zL, 12. 5 wM7°7<7-M2. 5mL, 
^g7kl OmL^U;. Hig^tLTd iitLthhWIIcDNA (In 

20 g/mL) ^rlAtL, IOxLA PCR Buffer 3/^L, 2. 5mM d 
NTP^tl ^L> TaKaRa LA Taq DNA po 1 yme rase (S?@ 

m> o . 5/il, mmmigyk 24. 5 ^ l mm u^TM^cAm p 1 

iWax PCR Gem 100 (SiKi) £HS»]U 7 0tT5m 

±/i ^£*in*_ pcr (DKfom&mim vtz* KmrncDx-o tz^zl - 

25 U— "^HM ^7 ^— (A—* >x;k7-#) iz-fe y h Lfc&* 9 5 *CT 2 l 
fc. 9 5 nCT 1 5 fpm. 6 8 *CT 2 #R8<mM' 9)\,&3SmSkQM \std&* 7 

2rT8#P"W&3L'fc. mzttftPCRWm&Trta—zVJl, (1%) mgtfMfjU 
MKK3jHK^5r#^l. 0 k b(DDNA^£y;U^0i&Lfd£. pT7Blu 
e-T vector (^Sit) IdfAL, 7*775 KpHMKK3^:„ 
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MKK3£#5fiJctftf£ttg! (1 8 9#@tf)S er^Glu. 19 3#@C0Th r £G 
1 u) \Z^m^^>tz^>\Zy'^^^— ty b SER-U: 5-GGC TACTTGG 
TGGACGAGGTGGCCAAGGAGATGGATGCCGGCTGC- 3' 
C@H»-^5) RZS SER-L : 5'— GC AGCCGGC ATCC ATCTC CTT 
5 GGCCACCTCGTCCACCAAGTAGCC - 3' CBB^J#^6D £ffl^T, 
Qu i kChange Site— Directed Mutagenesis K 
it (Stratagene) K:J:9^g£SJAU pcaMKK3£f#fc. 

^SKpFASTBACl (CIBCOBRL) ©4. 8kb EcoRI- 
X b a I Iffrt JJE^7^ 5 K p c a MKK 3 © 1 . Okb EcoRI-Xbal 
10 mtfr&mi&U 7 7X5HpFBcaMKK3MLL 

y'^XB. FpFBc a MKK 3 tBAC-TO-BAC Baculovirus 
Expression SystemCGI BCOBRL) ^/BlvOfi^LA^n^ 
-Ol/X^-OUT^ h^BAC-c aMKK3€ilt^, 

( 3 ) mm* p 3 8 m a p ^-r-ifomm 

15 Sf-21«lxl0 6 eel ls/mLt^ckoClOOmL Sf-9 
0 0 I I SFMigitil (G I BGOBRL) {dSSbfdlt 2 7tT2 4«fUc 
. «A/^aO^M©^M7 h7^BAC-HP 3 8 iBAC-c aMK 

(3 00 0 rpm, 10m in) t«kO, «£#8tLfcfle, P B S T«2r 2 
20 #Uc<,M£10mL Lysis buffer" (2 5mM HEPES (pH 
7. 5), 1% TritonX, 1 3 OmM NaCl, ImM EDTA, lm 
M DTT, 2 5mM /3 —glycerophosphate, 2 OmM 1 e u 
peptin, ImM APMSF, ImM Sodium orthovanad 
a t e) izmmVt^ ^v^-fif- (POLYTRON) T2 0 0 0 0 r pm> 
25 2^TOS^2l£lff-5 C£T«£ri«L*: 0 m>MM (4 0 0 0 0 r pm, 4 5# 
ffl) lT#fc±tf^bAn t i - FLAG M2 Affinity Gel (-f — 
Xh7>-7-5Ma) ^rffl^T. ffitSp 3 8MAP^-if£MSiUto 

(4) wmmM&^pm 

2 6 0 n gtftfglfMp 3 8MAP^t- \£SlXS\ u g©My el in Basic. 
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Protein^tJ37. 5 At L JKJ£$Ff& ( 2 5 mM HEPES (pH7. 5) 
, 1 OmM Magnesium Ac e t a t e) JCDMSOK^fiPLfcttSiMfrn 
#3£2. 5 uLmtoL,rz'&. 3 0t;T'5«/£LL ATP^i (2. 5 p.M A 
TP, 0. UCi [g- 32 P] ATP) £1 OuLmttZ>Z.ii\Z&K)Rfo&miJ& 
5 L/Co 3 0 tT 6 0 fl1S]KJfc$12-fc3k 2 0 %TC Ajgf££ 50y L»T& Zl £T 

— £ffllvr, GF/C filter (/\°y#— K>*-Wl» KffiFRS 

iii^€rh^>^77-U 2 5 OmM H 3 P0 4 Ti5K*-Ufe. 4 5tT6 0#fdKa® 
£-£7c^ Microscint 0 (/tyjfr— H>>>/\°» L^ftPU h 

io y7%0>h (/\°-;/#-K>>>/\ 0 » Tlfcttfgf££$i^L7to 32 P©^Rgiij5W£> 
flfc9&*£5 0 %ffi^S<DfC^^K<b^©iiS (IC 50 fi) £:PR I SM2 
. 0 1 (^7A°>yH 77 Kx7tt) KTgEfflb£. j£^£^4 5 (C^To 





I C 50 (AtM) 


13-14 


0.086 


13-15 


0.081 


13-16 


0.060 


13-70 


0. 026 


13-74 


0.63 



mmm2 

15 TNFalfflSffitt©it 

1 Xttimfryz/ffeVZikm (^-i "7 7^7 yoy-tt (Life Technolog 
i e s, Inc. ) E i^:7^'J*) RcKl OmM HEPES (pH7. 5) £ 
^atTPRMI 1 6 4 0igm 7f^/Dy-tt (Life Technolog 
ies, Inc.)©) TJ»LfcTHP- 1«£ 9 6 tfxJl'TV— h's 1 x 1 0 s 
20 cell s/we 1 1 £t£Z>jLO\zW£mi,fc&. DMS Oizmmisfc.&3&<k&fo& 1 

AtL^bnLfe. 3 Tr-eiBt^M^x-r^zL^— ^-^TigftL^ lps ( 

fnTtM^) 5ug /m L £&5 J: e> f^iP Lfco 3 7 4 BtKESStfX 
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M^EL I SA (R&D Systems tt. Quant ikine Ki t) \z 
cfc 0«L/c o TN F - aM±& 5 0 %mWtZMZ&§m.^it^<Dmm ( I C 5 
0 H) SPRISM2. 0 1 (^7/t7 K 77 h^oiTtt) t'T^fcBL/io *S*£ 

5 [^4 63 





I C 50 (wM) 


13-16 


0. 14 


13-70 


0. 18 


23-60 


0. 046 



1 0 { b^#» ( I ) flltlfe p 3 8 M A P 3^— fcf&^ffUfl . T N F - a ffl^ffrB £W 
L> p 3 8 M A P tf TNF — a ffii&SUS&W'f hfi-f >mt$U& 



WO 01/10865 



147 



PCT/J POO/05 198 



^Xit^(D^(Dy°a K ^ y ySr^-TS d t &Wm.£TZ> p 3 8 M A P if 



3. l, 3-^7*J-Mt£W. iiI^Lt^tfeJ:^MIl:4Wi 
1 , 3 -^TV-Mt&WVfczmmM 1 Xte 2 S5^C0^J o 
15 4. 1, 3-^-7'/— Mt-^W. M^S^WLT^TfcJ^XU-^XXteffi&S 
^LT^Tfecfc^X^ ylT2Wi$tlfc 1 , 3 -^XV— Mt£4&T&5§& 
^lX«2fB«c^J 0 
5. 1, 5£ 



20 Gfrk RMS7jc^^ Ht^£WLWTfc«fcl^fcteSig, S«£WLT^T 
1 X« 2 fBmo^J 0 



5 mmn. 
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7. R'fct (i) 7m%&* 

(ii) c,_ 10 7JWk*, c 2 _ 6 7;i/^--;us, c 2 _ 6 t;u+-;us> c 3 - 6 ->^p7 

;k /\ny><b$nT(/iTt>cfcViC3_ 6 ^^DT;u+;k c 6 _ a4 7U-jk /\o^> 

7^y, ^y-c^gT^wuT^y. ^y-c 6 _ 14 7U-;k75y. 
v-c,_ 6 r;u^UT^y, >?-c 6 _ 14 7U-;k7^y> *;i/^;k #;w^->, c, 

;k^-;k c 6 _ 14 7U— ;u-#;kfc;k c 7 . 16 77;^Ji/-*;^-JU c 6 _ 14 7 

15 U-Jkt^~>- Jk C 7 . 16 77^M+v-*M- ;k 5X«6M8&i 

m-*;k^-;k #;k\^-r;k ^*#;k>^E-f;k ^zj-c x - 6 7)V^-ti)WVE 
-r;k i?-c i . fi 7)\A-)i—tj)vn : &()V. c 6 _ 14 7U — )V-ij)V/vt^)W sxte 
6M»§i#Jk'^-i'jk c,.e7Ji4JW^jrc;k c 6 _ a4 7U-;kx;k*-;k 
c^T^Jk^k^-jk c 6 _ I4 7U-;k7;;k7^ -;k *;i^;k7^y. c x _ 6 
20 7JWi/-*j^k75y, c 6 _ 14 TU-;u-^;^-;kT5y, c^ 6 tji^ 
->-#;kfc;k7^y> c,_ 6 7;Wkx;k*:r;k7^y> c 6 _ 14 7U-;i/7Jk*~ 
;u75y, c 1 _ 6 7Jk+;p-^;k^-;kt-^v, c 6 . 14 7U-^-^^j^y 
, Cj_ 6 7;k^^s/-^;i/fc;u^-+^ ^Ey-c 1 _ 6 7;u^u-^;w^-r;u^'> 
, > ? -c 1 _ 6 7;wk-7j;u/\^-r;ki-^'>, c 6 _ 14 7U-;i/-#;i/A^;M-*-> 

Be^fT&^jSfcSh.* 1 Xte 2 iCAfDJI^* 1 L 4<H^>uTV>T& «fct^ 5 ft 

^L7Mfia^t*c7^y (c©it75/n c,_ 6 7;Mr;k c 6 _ M 7U-jk c, 
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(iii) ±IEOffii^SA^bil«'n-5gm*^WLTliTfect^, mmWr?ww& 

5 mw^ tiffimTRzffl&SMTfr ^m^tn^ i x« 2 «gd>\t- um^z 1 &t/> l 4 f@ 
sts 5u^vi 4 m.(Dmmmfr ^amo) 1 mcDykmrn^m^xx^z 1 {k^^ 

(iv) -(C = 0)-R\ -(C = 0)-OR 5 , — (C = 0) — NR 5 R\ -(C = S) 
— NHR 5 Xte -SO r R' 

10 (iCT, R 5 teO>ki!tJIH^> (D±fB (ii) iZmLf^C ,. 6 7i^H, C^T 7 ;^:^ 
S> C 2 _ 6 T;U^r-;US, C 3 _ 6 y^07J^JH, C 6 _ 14 T'J— ;i/S^L<«C 7 _, 
6 7^;WUSX«(3)_LSB (iii) t^L«^S^> R^Jc^J^XfiC !_ 6 7;i/ 

*;k*£, r 7 «®±ib (ii) ^L/rC 1 _ 6 y;k£;us> c 2 _ 6 7;u^-;us, c 2 _ 6 

C 3 - 6 y^n7JWi. C 6 _ 14 7U- ;US^L<teC 7 _ 16 T^;k^ 
15 ^SX«0)±fB (iii) ^^L^I^S^f) 

(v) T^y* (^©75/S«, ®_bfB (ii) (C^UfcC^eT;!/^;^ c 2 _ 6 t;^ 

~;km c 2 _ 6 x;k^— ;kS, c 3 _ 6 ^nx;M^k^ c 6 _ 14 7U-;us^l<«c 

7 . 16 77^*;i/E (D±fB(iii){3^L^m^^ (3)±f3(iv) Ki^L/iT S^l/SW 
20 ^^-S^^ilti'n^g^S^WbT^TfecJ:^) , x« 

(vi) im^mm^tmmm^imiz. ^.mm^ mnm^RzmmmTfrzm&n 

tKTS/g (C0St7S/i(l C^TVWk C 6 . H 7'J-;k C 1 _ 6 7MJI/ 
25 &*£WLWT &<£</>) £ ; 

R^z±tZ(Dm®MAm^mi£n&wm&&mvx^xb<k^¥ u ; 

R 3 te(Dffi»AP^ <=>iI«n&M»£W LWT feet l > C 6 _ , 4 #SI:cOT£iS£ 

^m^(D^wmm<\ymmy.it(2mmm am& ^m^n^mm&^m^x^x ^j:^ 
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5 ;u-c 1 _ 6 7';m+v, tna^x y^y. ^y-xte^-c ,_ 6 7;Mr 

, Cj.eTJWW, C 6 _ 14 7U-JW, C 1 . 6 7JWW^7^Jk C 6 _ 14 

7*)—)i7.)i7,<zL)\^ d-eT^JUx^jN— ;k c 6 _ 14 T'j-;kx;k^->»k^.t/ 

#;ktf*>\ c^eT^n^v—^^i/fcJk ^y-xte^-d-e^^-^^' 
1 5 ^jurxsc^ 4 y u —)\s-t>)ij£-)iy a y ^ t>is^ta^e^s^ 1 l 5 m 

<3)/\ny>0^ yND^fMb^nT^Tfc=t^c 1 _ 6 T;u^;k ^;k^+->c 2 _ 6 T;i/ 

20 #;ki^->, c 1 _ 6 r;kr]^r>'-^;k^^;k ty-xtiy-c.^^wi^-M/t 
justfc 6 . 14 7U — ;u-#;kfc;kr = y ^ ^M^n^e^s^r 1 l 5 law 

®c 7 _ 16 T^;k+;k«, 

25 (^L4j@©^DJ^-?£<a05&^bl Om^^^mmWM. 

©C 6 _ 14 7U-Jk C^eT^Jlz-^Jk^-Jl/X^^y^WLTViTfeJ;^^^ 
ISC^mKgStJfiiB 1 . ^Jt^Rt^SIIlH^ ^m\tn^> 1 Xte 2 & 1 fctA l 2 is 

(1) ~ (7) ^e>^^<^jii«*n^ams^ix^2igiwbT^T : t)j:^T 
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C (1) C x ^7)V*)l, (2) C 6 . 14 7'J-Jk (3) C 7 . 16 77;i4;k (4 

m z r-&^tsz>m*L>6mmmmm. (5) /\ny>m^ c,. 6 7m c^yjLo 

5 1 Si^nfMLTHTfci^C^eTJ^-^jtok c 3 

. 6 ^D7M^-*Jto^ C 6 . H 7'J-^-Mt^Jk C,., 6 77WJh 

, (6) /\oy>i^, c x _ 6 T;k+;k c,_ 6 7;k3^i>, tj;I/4^>> c,_ 6 7j^ 
+~>-#;k^-;k y77, - hn, ^y-^b<«>?-c 1 _ 6 T;k^;U75y^e ) il 

) y-C 1 . 6 7Jl/^7Sy-C ] . 6 7Jl/+'Jf>] , X« 

9 . RWC, - 6 7Jl/^WJI/*ZJ^f I/O >T *><k tr > C 6 _ , 4 7 'J — JPgTfcSW * 

15 10. R 2 a*fB^£WLOVTfc«fc^4 - tfU S>;i/gT&5§|3^5fBfi©#J. 
1 1. R 3 ^S^*WbTliTfe«tliC 6 _ 10 TU— ;i^T*SIS^5 3Bife(^PJ. 
1 2. R 3 ^^^WbTt/iTfccfc^7x-;k*-e$>^)IS^5fS«£©^Jo 
13. R 3 Ai/\ay>||f, C 1 _ 3 7;U+k>^^'X AD^Xb^novrfccfc^ 
C^eTJU^k *J^yC 2 . 6 7^7"-;k AO^rMb$nT^iTfc < kliC,_ 8 T 

20 Jk^-X ^^^^Ca-gTjm+x, tKD+y. C 6 _ 14 7'J-M+y> C^ 6 

a / , _ 6 r;k^ - 

&fc£n£>fKfc££W I/O vrt>«fcl >C 6 _ , 4 7 U — ;U£-C*5iif3#E 5 fB®(Z)#J 0 
1 4. R 3 *V\Dy>J!^^DCC 1 _ 6 7;i/4 i ;US^^M«*n^«^a^WLT^Tfe c t 
25 ^37^-;k«T^^)|f5j<Ji5fB«gCD^J 0 

1 5. R'rttD^: -(C = 0)-R 5 Xit -(C=0)-NR 5 R 6 Ma^teBU 

c 1 _ 6 r;i/^;i^*, c 6 . 14 7'J-;w, c,_ 6 7;u+;k*;u:7w— ;k c 6 _ I4 7U 
-Jk^;U7-<— ;k c 1 _ 6 7;Wkx;U/js-;k c 6 _ 14 7U-;k^;UjjNn;ujty:*;i/ 
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£S«m<5S&g£ 1 to ^ 5 ffi& L/T^Tt) c t^C 6 _ 14 7 l J -;i/SX«® 
1 6. R 1 ^ (i) ADy>J§B\ Any>ft$ftTlvrfc«fcV>C 1 _ 6 X;Mp;k t>)l# 

^~>c 2 _ 6 x;k^-~;k /NDyMb$tiTiiT i b«fc(riC,_ 6 T;i/n+-x c^xjuzi 
^'>-*;ufc^-c,_ 6 T;m+^ tFP+->, x^a ty-xtt^-c^jj 
io ;Mp;kX5A #;ki^>, c^xji/n^-^ktok ty-xii^-c,../ 
;M^u-#;i/A^<;t/&m: 6 _ 14 xu — ;i/T5/^^s^nsfiH^S* 
i & b 5 wnfnt i/wt <fc ^ c ! _ 8 x j wk c 3 _ 6 o tmjot c 
6 _ 14 xu-;k 

(ii) 5 mMMW.^ 

15 (iii) (1) C,_ 6 X;i/+Jk (2) C 6 _ 14 X'J— ;k (3) C 7 _ 16 X^k+;k (4) 
6 ft&stSEifiiRt* (5) /\oy>J0g^ Cj. 6 7Jl4Jk C^XJkn+'X ^k^S/ 

r#c x _ 5 x;io * is- ti)VTfs-)Vfr biik£n3g^S£ ito^isZ fs^n^nw u 
T^Tt)«fclr»C 1 _ 6 X;WU-*;U^— ;k c 3 . 6 y^n7;wi^-^Jtok c 6 _ 
14 7U-;i/-*Mzjk c 7 _ 16 x^;i/4^-#;ktok c,_ 6 x;I/+;u-*;ua* 
20 juxtt 5 & £ 6 m m^- ^ e>ii«n^ams^ 1 x« 2 w l 

(/vrfcck^Xa/a, 

( i v) c x _ 6 x;mp; i/ - uxtt^ v tb*& $ nx i*x t>«t ^ 5 xte 6 
Sts^7$yix« 

25 (v) #;k}^~>S£, 

R 3 ^v\ny>^> c 1 _ 3 x;i/^rk>^^-x ADy>{fcsnwTt>«fcv*c 1 _ 

6 X;Wk *Jl/^vC 2 _ 6 W-Jk /NDyMk^nT^Tfect^C^gX^zi 
tHP+'X C 7 . 16 77^+M+yR^C 1 . 6 7^;i'-*^-;^*>' 
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) &^?m$m5im<Dmo 

18. n^m. 1fMSffiIil5^0 (COPD) , TUJl^-gSSU i&E, TS^V>^, 

«fcy§^> isffii*^, » h—>x, mm. mum. mm 

15 laswm 

2 0. N-X^;U-[4- (4-j^h^>7ji-;W -5- (4-tf«J>MW -1, 3 
-f7V-^- 2 -fJW7$ >, 
20 N-yDt°;i/-[4- (3, 5-^^7xZJW -5- -1, 3 

-^7 > /-^-2-<JW75X 

N-y^;U-[4- (3, 5-y/^l^7i^W -5- (4-tfUvW) -1, 3- 
f7^-2-<JH75X 

N-^>v f JU-[4- (3, JW -5- (4-t°Uv;U) -1, 3 

25 -^7V-JU- 2 75X 

N-^°nt 0 ;U-[4- (4-^h+y7iZ;W -5 - (4-tf'JvMP) -1, 3-^ 
7 , /-^-2-^;H75X 

N-^V7°Pt:;U-[4- (4-^h*y7i-;W -5- (4-tru^w -1, 3 
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n- [4- u-*h*'>yjL-)D -5- (4-tfu^u) -l, 

4 -[[[4- (4-^h+x7xSJW - 5- (4-fcf'J^W - 1, 3-^7^-)l 

- 2 r 7 5 y ] sfc&sst 

5 ^^4-[2-[4- i*^)]^*) 7XZJH-5- (4-t°U^;i/) -1, 
7V—JI- 4 — r;W 7xZJPX- 7Mk 

4-[4- (3, 5-y7f;P7x-;i/) -5- <4-fc?U>^l/) -1, 3-^77*- 
Jl/-2--f;W7xZJWfJ^7^ K\ 

4-[4- (4-^^>7xZjW -5- (4-tf'J^;W -1, 3-^77-^- 
10 2—f JW7i- ;M3^I/7JW^>K 

4 -[4- (3, 5-y7^I/7i-JW -5- (4-kTUS^W -1, 3-^77- 

;u- 2 — r;H 7x-Wf;^jP*+-> H. 

4 -[4- (4-^h*y7xrJW -5- (4-tf'J>?;W -1, 3-^7\/-;U- 
2 —iJV] ^m-JM^JUTJl/^X 
15 4 -[4- (3, 5-y^^;i^7xZJW -5 - (4-bf'JS^W -1, 3-^7\/— 

2 — -f ;W 7x-;m^tji^>> 

4 -[4- (4-7J^07xZJW -5- (4-t£US?;i/) -1, 3-^7'/-^- 
2-' fJW7x-;M^JP7-f h\ 

4 -[4- (4-^7D07i-JW -5- -1, 3-f7 1 /-Jl/-2 

20 -f;W7xZ;Mf^Jl/7-fK, 

4 -[4- (4-7MD7x-JW -5- (4-tfU^W -1, 3 — ^TV—Jl'- 

2 — r;W 7^1— ;u^^;u^;u^"> H\ 

4-[4- (4-i7DD7x-jW -5- U-tf'JvW -1, 3-^77-^-2 

— ow 7xzj^?jwj^+-> h\ 

25 4 -[4- (4-7MD7IZJW -5- (4-fcf'JvW) -1, 3 -^77~ 

4-[4- (4-7U07X-JW -5- -1, 3-^7-^-2 

N- [4- (3, 5-y^f^7x-JW -5- (4 - t°U >MI/) -1, 3-^7*/ 
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-;u-2-.-r;n -n' -y^zuioi^y. 

2- tHD+->-N-[4- (4-* h+y7xZJW -5- -1, 
3 -77 V— )l- 2 — r;W 7°n t°^>T^ K> 

4 -[4- (3, 4-;xj*5 l ;U:7x_-;W -5- (4-tfU>?;u) -1, 3-f77- 

5 )i- 2 — r;W 7xzj^?;i/7;i/7^ H\ 

4 -[4- (3, 4-^5 1 ;|/7x-;W -5- (4-tf'J^W -1, 3-^7^/- 

2 — fjW7i-;Mf;i/7J^+y K\ 
4 -[4- (3, 4-^^;u^x-;u) -5- -l, 3-77V— 

)V- 2 — f ;w 7x-;m^;ux;u^>, 

10 2-tHo+y-N-[4- (4-/h^y7i^) -5- (4-fcfUS^W -1, 
4 -[[[4- (3, 5-y/^l/7i-JW -5- (4-tfU>UI/) -1, 3 -77 V 

3- [[[4- (3, ;W -5- (4-tf'J^I/) -1, 3 -77V 

15 2 — f Ji/]7^/]#;u#-;u]^m«?, 

4- (4-7;Wn7irJW -2-7x^-5- (4-tfU^;W -1, 3-^ 
*3\>U4- [4- (3-^^7i^W -5- (4-tfU^W -1, 3 -77V 

20 X7)\s4- [4- (3-^^7i-JW -5- (4-fcTU^W -1, 3 -77 V 

2 — r;H :7x-;ux;i/4^-> h\ 

^^;U4- [4- (3-/^7xz;i/) -5- (4-t:'JyJW -1, 3-^7*/ 

2 1. miMfcKotfLT. 5fe^e^S^LT^Tt>=k^eU^;U»TS^$n^ 
25 1,3 -77V—Mt£*MXi$ J t(DiM.$> : bWZ J t<nVn K ^ y ^£W3M&-^-r& d 

t wmt-rz p 3 8 m a p 77—vmmjjtiko 
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5 WZ^tO zfu K ? »;/ ^ &WafiS4--r S - £ t -T S TNF — a 

1 , 3 -^7V-Mt^WXte J t<Dm£>Z>^lZ J tO)-J'n K^y ^£W£«£#T£ d 
t^m^-r^ntm, 1S14KS4J3rfc£l i & (COPD) , 7Wl4-ii. 3feJ£. 

<^3\ flsttwa, iii, m^m> #tififi> js^m ^mm\m.. 7)vyt\^ 
15 x-rx«. $g&& sfct^ 'b-mmm. o^^l<^±. ism. ?fr£. ^ m 

1 , 3 -^7'S-Mk^WZ^0tt&%>MttG>7u h*7 7 ^Sr^dftSK-Trs Z. 

20 2 5. p 3 8MAP^-ifia*^J^^-T^)^fi6cD5{i^H^S^LT^Tfeck 
^tf'J vMUg-eH&Snfc 1 , 3 -77*S—MtGMJlltt<Dm$>&Wtt<Dzfa H 
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2 7. P^f» gttBBSffllfK^ (COPD) , 7W^E #&e, T>?V>^ 

io >m. mm\!tkm^ mv^-i f-~>x, msm, m$m* mm 

#'ffi«£WLT^T£>cfc^ey ^;uSTg^$n^ i , 3 -^tv/— ;wb^»xtt 

^SSrW LTV vr J: V > tf U yJHT'il^nt 1 , 3 - V~Mt^Xlt^(D 
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SEQUENCE LISTING 
<110>Takeda Chemical Industries, Ltd. 
<120>p38 MAP Kinase Inhibitors 
<130>2627W00P 
<150>JP1 1-224651 
<151>1999-08-06 
<160>6 
<210>1 
<211>62 
<212>DNA 

<213>Arti f icial Sequence 
<400>1 

ACCACTCGAG ATGGACTACA AGGACGACGA TGACAAGTCT CAGGAGAGGC CCACGTTCTA 60 

CC 62 

<210>2 

<211>35 

<212>DNA 

<2 1 3>Ar t i f icial Sequence 

<220> 

<223> 

<400>2 

ACCCGGTACC ACCAGGTGCT CAGGACTCCA TCTCT 35 

<210>3 

<2I1>61 

<212>DNA 

<213>Arti f icial Sequence 
<400>3 

ACAAGAATTC ATAACATATG GCTCATCATC ATCATCATCA TTCCAAGCCA CCCGCACCCA 60 
A 61 
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2/2 

<210>4 

<2I1>32 

<2I2>DNA 

<2 1 3>Ar t i f icial Sequence 
<400>4 

TCCCGTCTAG ACTATGAGTC TTCTCCCAGG AT 32 

<210>5 

<211>45 

<212>DNA 

<2 1 3>Ar t i f icial Sequence 
<400>5 

GGCTACTTGG TGGACGAGGT GGCCAAGGAG ATGGATGCCG GCTGC 45 

<210>6 

<211>45 

<212>DNA 

<213>Art if icial Sequence 
<400>6 

GCAGCCGGCA TCCATCTCCT TGGCCACCTC GTCCACCAAG TAGCC 45 
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